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(57) Abstract: A compound represented by 
the formula (I): (I) [wherein R, represents 
-S(0) p -A, -S-(0) q -B, or -O-D (wherein p and 
q each independently is 0 to 2; A represents 
optionally substituted linear Cj.io alkyl; B and 
D each independently represents an optionally 
substituted ring structure); . R 2 represents 
hydrogen, etc.; X] and X 2 each independently 
represents nitrogen or CH, provided that 
not both of Xj and X 2 are nitrogen; and the 
structure has a nitrogen-containing, monocyclic 
or bicyclic heteroaryl group adjacent to the carbon atom bonded to the amide group] or a pharmaceutical^ acceptable salt of the 
compound. The compound has glucokinase activity and is useful for diabetes, diabetic nephropathy, diabetic retinopathy, diabetic 
neuropathy, diabetic arteriosclerosis, etc. 
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* ( I ) R.tt, • S (O) 

P • A , • S • (O) q • B X li • O • 
Difc-^L ( p Jtl/ q ttfti IX 0 

N v / ~2, Alig^$^^Tv^■ctJ;v^ 

lie ioJ;!'*^!, BX^ 

«fc^£«5i, R,I4H^, X.&tfX, 
tt^H^tvSSt tT N3tliC H (fc£L, X .R X *** B# IC N t ft 

* W If * $ ti 5 & \Z B9 -t 5 . 
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m m m 

>xr $ mm & 

ft m ft w 
» * ft « 

if (GK) (ATP : D-h e x o s e 6-phosphot 
ransferaze, EC2. 7. 1. 1) m^M<D AMO^V 

mT©3oo^vtt- fe* (I, ii, ill) 

JE^Stm (5mM) ^5, ±Wjkm±% (10-1 5mM) Ojfil^fbfcllf J^L 
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OD Y 2 (maturity-onset diabetes of the 

young) tn ttn%%mzmfcffizmm-fz>fem\z&\,)T?f)V3iri-- -tf m 

e n t r ome dial hypothal amu s , VMH) fcBIJlj L-T^S 

tiT^fc. 7*j hvmft^y^-x&^z tm-&m{&T-rz><D\z*i 

IS5^3-7jH^b (5-2 0mM) (C^bT^tt{b$nS^;P3+l- 

v h m cd ^;K3 - xm^ft] - ^ «CD< >x u 1 

^ - ^ nue fc jpx. v hm <d if)vn -mttib ? mm \z ^mm^iE^o 
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*fcsi\ #<©i immmm&^rmmtu^x^^mm^h^iEx^^m 

*B«9ifc«jfi»fcifi«"r5fl3^«fctTr±, * (I I I) 




T&$*l5fl?&tt#*WO 0 0/2 6 2 0 2#^SKil*SnTVi5. L^b±|B 
*ig±91&!&>fc*fc*. S&K* ±IB5£ (II I) £fBtt©fr&lfe©JSttttt C 
OUT. ±fBWO0 0/2 6 2 0 2*H2g8KiE*«&<, *fc*n&*I»f*lB 
£fc> ^ (IV) 




(IV) 

WOO 0/3 9 11 8^«fcP|j££ftTV>*. ±fB^#) (IV) 

1\ #ISSft^i:te8lii±SfcS. .kBflS'&tt (V) ©ffljfefct Fact 

k, mmtsm (i v) ^p^^n^±iB^wo o 0/3911 8#^?gfctt, 
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T^ns^ti^woo 0/3 91 1 8^«d3isnt.v^. . t^tfe 

actor Xaiiai:lt5fc©tfeD, Sfcffl^©1SK:feViT%>*S'fb'& 

set, s (vi) 



T?*Sn*fc£*J&*4$WBB6 4 - 2 5 7 6 4*H5t$6fcii7K3ttTV>5. L/^Lft 
TfBiS (VII) 




Me 



Me 




(vl) 
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Me 
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(VII) 

#mm&fe&t&ftm&tc?z*><ot\sT* wooi/1086 sn&mz 
m7*2tiT\/*z>ifi. ^ (vi i) i:^$ns^fea, RMd* h*~>g£wu 

m m (o m 7F 

#s»m^©^*^Js.^/x« : ?^j^M«-r5Jit> $f;m*?— if 

££^©?|J£#&S. 
^T*S!«e>«, ±fBUE#©^Ji:«^SMa^J:D, ff#©ttR ' 

, WMWtvtt&&. a (i) *cs$n*^«i*t^;P3^^— ifstt-fb^s 
(i) a (i) 
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K^K R l «, -S (O) p-A, -S- (O) q-BXtt-O-DSSL (C 

«snwT%>«j:v>itii0ci-cio7;M i ;wiftwU bwdh, 

-en&SLT, R 10 Ttt&£ftT^Tfc£V>R 12 £^U R 2 feK^IC^ /no 
y>JI'7 : XttR 10 T®tfe$tlT^T ! b«kUfi^Xtt^OC 1 - C 6 T)V*)V 

X 2 ^|lP#fcN<h&3C:<h«ftVV) , S (II) 



rD7'J-;H o 7 U R 1 0 TflHfeS tiT V> X <fc VO ( Z. 

Zfcfc^T, R l0 «R 11 XttR 11 TSIfe$tlTViT'fo«fcVi^7Kifl^^Lv R 

Any>jR^ kHD^i, ttM©c i -c6 7;p+;p«, 

SMfc©C3-C9&flttK*£» 7?)V*)Vm. N-77M;V75/S, N, N 

-^77^;i/75/s> 77;^;i/t+->i, 75;^^;^^^ n- 
77;w^;w\ ,; e-r;^ 7U-;^ 7U-;^^S, n-7«j-;i/7$/ 
^> 7U-;^;p*-;i/S» 7U-;i/x;p*-ji/^->a, 

N-7U-;ux;p*-;i/75ys» ju-^^t^-oHs, n-7>j-;w 

^A'^E-r;^ 7P-fM, 7D*->S, C2-C67;W;^M, N-C2 

-C6 7;i/*y-r;i/75ys. c 1 - c 6 7; ww*. n-ci-c6 7;p 
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*)VW7r : £'UV&. N. N-S>-C 1-0 67)^)^)^7^)^ C 

i-C6T;i/*;i/^;V7-f— ci-C6 7;v^xm-M, n-ci 

n^^^-juxsc i - c 6 r;wP75 y»*u r 1 my^-)m. 
±y^)m, -fv^yuM, -ry^yy;^ ^^um, :t*-tf-y 
u;P2k ^77u;i«, 5 1 7v ? 7V'j;«, ^xx;m hU77u;i^ 
^yy^a, truv;i^ tf^v^g, tfiuv-;^ tru^-;^, if 
y*/V)m* tnuji/*> e^x;^ 7»j;m y^+fx^a, -f$^yy>> 

x,m t^yy^ -fy+yyji^, -ry-OHy^a, -r>nu;i/S, x 

d^v^/u-m, ^>y-f$^yy;i^ ^>y^-y-y*u;^ ^>y^ 
7v*u;^ ^>y*hU7v*u;psx«^>i/77x;i/^^-r) ] TSi^tis 

(2) lufB (1) K&ViT, AOR^R^XteR^Tfi&^tlTUTfci; 

^7yy;i^ -rs**yy;m 3-*t*-yy;ps, ?7yy;^, ^7~^7yu 
)m, hU77u;^ 7h^i/u;^ euswai, trys-yx 

fcfUK^7yj;u^ ^>y-r$^yyji^ ^yy^yy^xte^yyh 

U7yj;US^^L, rtOBOR^R^XSR^'Tg&^ftT^Tfci;^ 

mk7kmm*mV, D<DR 12 tfR 10 -?m&ZtiT^T>b&^y x-;n> 

f'JyJH, tf^vx;i^ k°'J5^x;|/S, ifl/>m->7i^ 
^, k>y^y7i-MXIi^y U JH^U iJODCR 1 "^ 111 
XHR^^fi^^tlTViTfei;^^**^^^, R^R 10 ^ 111 !^ 
111 T«^$tlTV^T ! bct^M'fb7jc^S&^L^ S (I I) Ti$n§AfD7 
U -;i,S©R 1 °^R 1 1 2 X\tR 1 1 2 TMm^tlTV^Tfe <t^^fc7K*S^L, 

i^s (in ©^xn7U-;i^^7yy;pa, -fs^yy;m -fy^y 
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<j;i^ 1, 2, 4-?7 s J7W)V& 1. 3, 4-?7i?7*/V)V& h U 

ftC3-c9Kfls**at, 75Ji/^;p^> 7U-;^ 7y-;i^**, 70-r 
7d^->«, iiMoc 1 - c 6 7;i^;i^ c 1 - c 6 7)v*)V? L *m. 
c 1 - c 6 7j^;^;p*=;u«, c 1 - c 6 7-H0 +->sx«c 1 - c 6 7;u 

77;^;H, 7U-;^> 7U-;i^^ 7U-;^;w*-;^ 7d^;p 

7D+->i, C 1 - C 6 7)V*)l&*& Cl-C§7)V*)V7,)V74~)\, 
& C1-C6 7MKM=M, Cl-C6 7;i'3^->S> C1-C67 

;i/n*^#;i^-;i^xtec 3 - c 6 i^a7;Wi/:t*v&T"&3{t-&ti> 

(3) ME (1) \Z&\*T, A0R lo ^R 113 ;mR 113 T*g&£ftTV>T ! fe < £ 
V>Kfl37K**T?*D, B©R 12 ^R 10 T^$tlTViTfe«J;Vi7x-;i/S, -f 5 

^/u;ps» t^/'J^, ^7i/u;ps, ;P7^7v*u;i^, h'J7i/u;u 

^l/>^->7i^HXttt:U K5 L 7^/'J;^T^D, BOR 10 M 
1 1 3 XteR 1 1 3 TB&£*lTV>Tfc «kVi^b***T* 0 > D © R 1 2 #*R 1 0 "CIS 

*e«Jfe3nWTfc<fcV»M:#*aiT* D , R 2 ©R 1 °*«R x 1 *X\$R 1 1 3 THi& 

y)Vtu^)Vm> ao^JR?, t Kd*:>S> fiil£>C 1 - c 6 7;WUS> 
S^©^fnC 3 _ 9 ^bzK^, C1-C6 7J^->I« Cl-C6 7^^> 

c i - c 6 7;p+;^^sx«c 1 - c 6 7;wi^;i^x;i^ 

T&tK J&O, 3(11) OATD7'J-JH©R 10 ^R 112 XliR 112 tIi 
$nTViT"bJ:Vi^b**»T?*D, S (I I) 0^7P7'J-;i/S/5^7 N /U 
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3, 4-?7y7^'JJH, hUTl/UJl/g, t^f-yUM, >fVWJ* 

(4) 1MB (1) »C*5^T, A©R 10 #SR 113 X&R 113 T«&$ftTl>Tt)J; 
V>8HbzK*£T* ?K B OR 1 2 *iR 1 0 tii§nx^T%i^7 x " 

t^z^l/SXKtfU H^7VU;^-C*D, B©R 10 *«R 118 XttR 118 T? 

u7i-jh, ^73^*, kusws, x^i/>^'>7x^nx(W5 : 

l/>W->7x-;Pit*g D , D©R 1 °/&*R 1 1 3 XteR 1 1 3 TrgJ&£*lWT 
t>«fcV^b**ST?*D, R 2 ©R 10 ^R 113 X«R 113 Tg^$nTViTt>iVi 

AD^'Vlf, th'D^>S, IiOCl-C6 7;V^i, 8Mfc©ftjftlC3- 

c 9M7RiS, ci-c67;^^>i« Ci-C67;p3^*;p3j?=jp», 
c i - c 6 x^+^^sxiic i - c 6 7;^;^jp*-;wst? * d , 

(II) R 114 XttR 114 T"g^$nT^Tfeck^b7K*STSD, 

Hn^->s, 7U-;«, 7U-;^«, itm©ci-c6 7;^;^, ci 

- C 6 7 JM^? 1 :*^ C 1 -C6 7;p3=^>gXteC l-C6 7;p3+yM 

(5) huIS (4) fccfc^T, 55 (I) ^©R^-S (O) p-AXte-S- (O) 

(6) Huf2 (4) IC*V»T. 55 (I) tOR^S-O-D^^^ 

(7) 55 (I) +©X 1 R^X 2 *S*fcCHTtaBB (3) BftOfc&ft 

(8) 35 (I) +©X 1 2fetfX 2 ©-^*$g*M : FT*SS98B (3) BB«c©lT5£$K 

(9) 55 (I) 4 , ©X 1 2fctfX 2 5&fcftK:CH-ca&5t9e (4) ©fc-&tk 

(1 0) 55 (I) 4 , ©X 1 ^X 2 ©-7j^^^T*§BufB (4) IB*fc©ft;£- 
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(i i) me (i) 75M (i o) <D^tnfr\ztm.(D\k^m*mmftt-tz>>f 
(12) mm (i) flu do) (D^tnMzmmoit&mz^mi&ftt-rzm 
(i 3) am (i) 75H (i o) ©v^Tn^tcfB«©{b^rti$w«^t-r^>« 

(14) IWE (1) 75S (10) ©V^ntfBSc©{b^^?i^t1-§flE^ 

< vr/^ak s e c tert -y^;^, 

-fvys;^ *^>5f;m -fv^>?-;^ 1, l-y^fj^Dt" 
l-^wi^jm 2-;WK7*5f;m 1, 2-v^3MK/atf;i/g, 
^v^S, -T w^;^ i-^?;^>^;ps. 2-*5P;w^>?;i/S> 
3-^)io^)m, 1, i--J^)^^)m> 1, 2-i?/fj^fj«, 
2, 2-^5Mk/? 1 ;i'g, 1, 3--y^?;uy^s, 2, z-^^)v^ 
)v&, 3, s-^^io^s, 1 -x^^jh, 2-x^y^;i/S, 
1, 2, 2-hU^^^atf;i/S, i-JL^)V-2-^)Vy°u\f:)vmmm 

m%.\$ : s>7u-7°u\i)im. s st/u7?-)im> iszuo^im. s^d^*^ 

7tS£;fi*U M^tt*b*~yM. xh+yS, 7°D#^yl> -TV7°d^^v 
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«IA«^>y;i/*, 2-7iZj!/X?jH > 1-^-7^ 

r 7 ?)\,*)V7 s y Sj t tt, 7 s y *07k*jR^MiB7 5; y 

Slfc$ttfc£&jfti*U nX\iO^)VTS./m. 7x^Wl/75/SW^ 

(Dfcm^wmmrwm^ y bj&$ n&s u « * « * 5P ;p 7 

jl«tl§^\xOlM^^feAxD7U-;^F , gfc, 17iS3^1"?>47!;S7S05 
f*"T § £\ X telMt © ^7 U7\)-)Vmt^ >if >5jt=g t < tt tf U 5? 
>aii:*J*t^Lfc}RjRO^D7U-;PSSSi*L, «Atf7iJMt, fX"Jl/ 

tfpujps, -rs^/uji/S, tr^/u;^ ^7!/u;wt, rr&TM 
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iuv-;i^ fcr55>=;wk +/u;«, -ry*7u;Wk *:h/ux;i,», 
*yu^x;i^ ^/^'J-m, **>x-rs^/y;«, 
-rs^/trysws, -s>y^7^;ps, i-yrvv-n*. 1, 2-^y>r 

r/\oy>^j in «A«7y*«r^ mmm*. mm*, azmm? 

*^/tt-f^S3t*u flAtf^Wj^/'PE'OWk x^j|^;Wt*:<;|^, 
TDliWM^;^ -fV7*Ptr^;i.;^^;^ 7?JV*)W^)V& % 
s e c -7^;^;i//^^;^, tert -^^^A^^aWf^Kfstl 

s/ssfcsfeu m.fcfcwi<7$/afc x^jsyg, 7*p ^757^ 

•<77Pk?;P73 7», 7^757^ s e c-7fm/IXIit e r t 
^77'P t>7S 7 7^7'P t;P75 7*Xtt^ V7°u tf;P7$ 

r75;wu7S7*j tit, r^ym^m^mmr^ji^mx^y 
mm^nrc^Mmv. tox.ft*>?j\,7§s& 7i-;n^7 5 ;ixtt 
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r>?77;i/+;i/7sysj tit, 7^/^<D7mw^^mi7^)^)mx^ 

«ft$nfcSS«ftU, ***.tfS?t>5W75>'*, y7x-^Xf;i/75/S 

tT?)V*)v%)vn : &()vm tit. tDvn^)vm(D7mm^-hwm7^)v 
3ftfcS£i£ifcU 0S*.fcr7xx;i/7$7a, t7?;i/7S/S. tf7xx;P7 

r7U-;]/x;u*x;M-*->*j t«, 7 xi?S©7K^Ji : ?^Huf37U-;i/7;i/ 
r7'J-;ivUl^x;i/7$/gj tit, 75 7 S©7jc^^^ffilB7 U -;i^7 
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Ats - jmx-'E y *ifc&%Mti: u m z. ify x - ^tju* -jit $ y 

v-)]/7s)V7 r^-i jvm tit, y.)vy7 z £-i)vm<D-fc.mmW7*)-)V 
&T : z;mWk2titcm*Mi*L, mxify^-)V7,)vy7^)vm, -fy^-)V7, 

^7^-)vt})vn=t^)vm tit, tuvn^)m<D7mm^7v-)mx' 

r7u^)m] tit, ttm7v-)mt%)v$-)mttf^vrcm*mmv, 
mxity j-y^tuitf-jvmmfimfzn&o 

ttd+^sj t\t, mu7u-( ;nii»i^ifcs^t$L, m 
^uyaL-)vt>)v-$-)Vi!r3ri/m, i-y^w jvtf-jvjr^mmmif e>n-5„ 

r7;i/*y-i';i/Sj Mm7)i*)mt%)u$-)mt&m&LfzL&*M 

^i^y-oi/rsygj mU7)Vti;i ;i^<h75ys<h/^i§-g-Lfc 
g£^i*u mfcfy^;kfr;i^-;i/75yg, xfj^M-^ys/i, -r 
77"n t°;t/* )i7 5 y £> tis . 

r 7)V*)V7s)Vy 7 ^ )vmi t it, X)Vy 7 ^ )vm<D*MWiWMB7 )V 

^frm-vtywt&tsnrcmzmtiiL, mxi$*^)vy,)vy 7^ )m, 

^J7)V^)VX)Vy7^)Vm\ tit, 7,)\yy7^)V^(D7^mW,WmU7 

^Jvm-v^m^nrcm^M^b, mxitv^iwvy 7^ >m, vx.?- 
Wit, m-ximfc?T^Th£\,\ 
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*7)v*)V7.)v*-)V7^;m\ t\$. 7^;m<Dymw,wmm7)v*)V7, 
^MM-^Tsys, yo \f.)V7,)v^-)V7^ ; mx\M y zfu wwi* 
^7)vu^ts)Vifs~)vm\ t\$. t>)vt^ : y)vm<D7mm.^mu7)^)v 

mmkm. 1 6 <Dmmo7)v*)i&*<Dmmm?m±tf-mm&x\t=mii£& 

-f y y □ u < tty^gxteTlBaS (viii) 

v C^^N Me H 2 ^2 H 2 

(VIII) 

1/ < tt-f y y a fc^PSXttTIBiS ( I X) 
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(IX) 

«T*$n5*T»5 £ ttfii. Off* U>. 

riiR0C3-C9 0WiiJ fctt, MBEgHfctalSS©^ mS*3 75 

SttO C 3 - C 9 <DBttt.*m&t UTS, gt#C©£*Htifc 3 9 ©ftft&fc* 

3*tt©C3-C9©jSMbjc**fcU-Ttt, iDMWfcH «A.tf^P^D 

«U<, a:/ofc!;uak ^^n^MXli-z^a^^S^ 

R x tt, -S (O) p-A» -S (O) q-BSfttt-O-DSSt. 
AH R"Tl«3ftTVJTfe±^B«OCl-C 1 0 7^M*it. 

a© rai©ci-cio7;i/^Hj iitn wfctf^wwt x^;ps, 

Sb<tt3 75S7©jR«|jfi*»J«bWT*>«kVi. ttA©Ht«Jftt l/Ttt» 09*. 
tf^P7'DtfJH. ^i?o7?M, ^^P^>^;i/S, i/^DA+->JK */ 
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<» j^Hk X3\>H& 7°atf;i/*, -f V^nifJ^ ~>^n^>^a, >> 
)V*U ADy>If, tFD+J/I, *;P5^afc 38#©C3-C9 

s^s. 77;i/+m>'S, 77;i/+;^;i/^xji/S, n-75Kjwm 
t-rii'S, 7U-;i^ 7U-;^^ n-7.u-ji/7$/s, 7U-;i^* 
->S, 7U-;px;p*x;^ 7U-;^;^x;i/^^*, n-7U-;px;p 
^75/1, 7>j-;^77^ N-7U— ^*;u/t^^s, 7 

n-f;|/S, 7D*->S, C2-C67My-fJH, N-C2-C67JW;-f 
;W75/g, Cl-C67MMtS, N-Cl-C67;^l/XJl/7 7 ; E'f 
JUS, N, N-i?-C 1 - C 6 ^WX;!/??^^ m C1-C6 7J^ 
Z)V7J-)m, C1-C6 7MMM-JH, N-C1-C6 7M;^ 

;^-;i/75 7S, ci-C6 7;^*->S, c i -c 67;wn^^;u#-;p 
sxtec i - c 6 7;p+;p75 j m^-fo 

Sb<, R 113 X«R 113 T^$nT^TfeJ:^ft;7K^S^i;i9JFSL^ 0 £ 
R 1 1 1 fiv 7jc^M^, ili©Cl-C6 7Mm *^/x^-f;p^3/ 

& 2/7 ys, H^JM-n^wwk Any>j§B\ tHo 

*yl, 8MK©«&ac3-C9{fe**S, 77MM, 7U-;Pg, 7n-f;p 

7D^yS, Cl-C6 7JVWtl, C 1-C 6T)Vn^mX\tC 1 
-C6 7;^+y*MzMl?^D, R 113 te7jcHfC^ M©C1-C6 7 

S> SS#©£SfDC3-C9^<fb7k3iiX, Cl-C6 7^4yl, C 1-C 6 7 
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fox, Atim wfL&^v^ 7u\?.)\,m, -iv-Juw 

/te-r =yyj^)m, ->7/x^;i/g, yj/yntm 
tHD+^xfM, ^m^^m^;^ *;^^>-;i/x^;^ i, 2— 
^□di?M, 3-ya^7 0 at°;i/^, i^D:/Dtf 

^x?;^ 7i^S, ^>>>;i^, vV7i\s*u*?-M&> 7ity;H, 
x^;i/^^^*> t7b-f;W5 1 M, ^^w^x^Mi/*, 7'D^;i/^ 
-rv^DWi/^x^ 1 ;^ 2-^h=^->x5 L ;^ 2-*h*->- 
1 -^^iz-x^i/S, ^v^otf^^xg^i^ h3^>';^J;^^x;M5F- 
5£ (X) 




(5$X) 
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^n^DKWM, 9 s9u*>9-)V*5-)m* bV7)V*u*7)]&£l, 
< ti 2 - * h^v'X^SX^ (X I ) 




^ (XI) 
B «R 1 °Tli$ tlT V>T *> <fc R 1 2 

vim. -f syv*u;i^ =a-*uvy;Wk ^77u;i^ ^7v>7v*u;i^ 
^x-;ps, HU7i/u;^ f h^yjM, kdsw*, tf^x;^, t? 
uss*r;wk tru^-^s, tf^yum Koy;wfc t?7x;i^ 7U 

vivv-Mt* eny^x^g, tM'jys, -fv=¥/u;p», -y 

~>7xx;i^^WS>*i3. 

'f5^;u;n, ?7v*u;^ ^Tyjyujn, 

U;P», x9 1 l/>^y7i-;H, ^5 ; l/>^t4 1 y7i-;PS, 'Oy-Y 
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u ;us> 5F7 y u fjyj v u h 0 7 v* u jus, tr u 

ttK'J 7 V U ;PS**«fc 0 » * L Vi. 

JlilT, R lxl Rr;R 113 ^HillBOA©R lll X}iR 113 a:|Sllc^Tife^o 
BtLTfcL i^«7i^j«, 2-^7^/U^, 4-^7V*U;i^ 5-?- 
2-5 L 7v ? 7 % /'J;V'S> 3-KU3?Jh», 4 -If 

usw*. 2— rs^/'jjn, 2-ifU5> ? -;^ 4-tru5^x;!^ 5 
-t°usv-;us, 4-- f v^ti/u;!^ 2 u;w«, 4-^*1/ 
u;wSx s-m^jiH, 2-^x-;p», 3— ?x-;ps, 2-7u;ps, 

3-7'J;Ug. h i )7 y J-)V-3 — i)Vm. 5—7-h7*/VJ\>&, 5- (1-* 
3\>W fb^'/UiH, 2, 3-ifI/>7t+y7i-;H, 3, 4-X^l/ 
>y^*->7x-M, 2, 3-/5 1 l/>y^->7i^M, 3, 4-*3 L U 
>yt^y7i-Jl4 ^>l/-<S^l/U;U», ^>y^7 x /U;i/S, 5-^> 

XbU7v*u;p», 5-^>y^77u;^ 6-^>i/^7 % /u;W6» [i. 

3] ?7VU [5, 4-b] tfU^Kk 4-^?JV-4H- [1, 2, 4] h 

U7»/-;p-3— avm. i-^)V-m-^^^/-)v-2 — r;ux, 4,. 
5-^f;i/-4H- [i, 2, 43 hU7y-;u-3--r;i/S, 4-*^;w- 

5- hU7J^0^5 L ;i/-4H- [1, 2, 4] hV7V-)V-3-' f;]/*, 5 

-^^Ji/- [i, 2, 4] hU77-^-3-r;^ 4- 

& 4-^h^M-JM?JV7x-JH, 4-y77 7i-;H. 4-t 
Fo^y7izM, 3-*;^y7i-Jl/S, 4-b'J7Mo^^7x 

x;m, 2-^fj|/?t7x-;i'$, 3-^f;i/ft7i-;n, 4-^9 L ;^ 

t7x-M, 4-^b+y7x.-JH, 3-lh+yAM-jV7xrjH, 

2-* h^v7j;i/^x;i/7x-;^> 4-^^^^V7xr;H, 2- (4 
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2- (5-->ry) ^jyu^s, 2- (s-tHo+^^w ?7Wjm& 
2- (4-^;^+-» ^7Vu;^ 2- (4-^;u#^» 3 t 7*/u;i'*, 

2- ^T^/U^-S, 2- U-X^l^jfr) 9=7l/U;P2fc 2 

- (5-hU7;p*a^^;w ?7\rv)v&, 2- (4-*h*soww ^7 
yu;i*, 2- (4-^ h^->*;p^;w ?7i/u;p»; 2- (4-^^t. 
;i^x;u) ^71/u;^ 2- (5-*;w\^;W ^7-^7VU;^ 2- (5 

-^MKM+y) fTyyyjm 2- (5-y77) ^7^7VV)V 
2- (5-tHD^y) ^7v7V*U;i^ 2- ( 5 ^7^ 
7l/U;^> 2- ?7i?7VV)V&. 2- ( 5 :t) 

7S?7yUJP*, 2- (5-h'J7MD^JW ^T^jy'J^, 2- (5 
-*h*->*3M» ^7i?7VV)\>m. 2- (5-*h*5'i3)V#=JV) =?7P 
2- (5-*^)lZ)l-fc-)l) f-TVTWMk. 5- (3-#;)/ 
^75*7!/ "J JPat, 5- 5 t 7^7!/>J;P*» 
5- {Z-t!)Vn^)V) J-7V7W )Vm, 5- (3-hV7)l*U*^)V) 
J-7i?7 s /VJm* 5- (3-^^;i/^) ?7y7>/Um 5- (3-*b 
^75?7V'J;U*, 5- (3-* h* s s%)Vi£~)V) ^7P7VV 
)Vm. 5- (3-^^JVX)Ut^M ?7z?7VV)Vm, 2- (S-AJWTC-f 

;^^-» hU7r/u;Wk 2- (5-^7/) h<J7v*u;i^ 2- (5-t 

KD^y^^Jl/) MJ7V"J/Wk 2- (5 hU7l/U^S, 2 

- (5-hU7;^P^5 1 ;W hU7»/u;WE, 2- (s-^;^*) hU7 
v*u;i^ 2- (5-* h*ris*^)V) hU7v*u;i/S, 2- (5-^h^s>* 
;p#=;W hU7v*u;^ 2- (s-^^ut;;^-^) hU7v*u;i/g, 2 

- (3-*;wt^<;p) euswak 2- (3-%)W^<i)V***/) tfu^ 
*, 2- (4-->7/) fcfUvJl/*, 2- (5-kHn^» fcfUv^S, 2- 

(4 -# JUKES') tfus?;i/g> 2- (5- hU^tfPpWU) t!Uv;US> 
2- (4-*9\n^:fr) h°Uv;USv 2- (5-;*h*v) fcfUS^g, 2- (5 
-*b*ri'tlM-)l) 2~ (4 - *9-JV7>)V^M \ZVz?)\&. 

2- (s-tDvn^-DV) tr u s -j~)v^ 2- (s-*;!//^^;^*^) tr 
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U SvZJH, 2- (5-5/7>0 t'J5^;^ 2- (5-tHn^» M 
'JSv-JVS, 2- (5-*;P#*^) If'JSy^H, 2- (5-hU7^* 
d*^;» KU55?n;KS, 2- (5 -x^l/^^^W lf'js^S. 2 
- (5-^b*-» tf'J 5 y^M, 2- (5-xh^^;i/^-;W tfU 5v 
2- (5-*3Mi/*;)/*-;» tusyzj^ 2- (4-#;i^~> 
;M7;W ?7 S /V)l&* 2- (s-ajwto^m-^soww ^ti/u;^, 
2- (5-^dd^;w ^Ti/U;^, 2- (5-^h^>#;i^x;M^ 

^77U;Pg, 3- (5-#;P#*>^3MW -l, 2, 4-^0 77-^-3 
— 1)V&, b-lJ)Vn^)Vt^-y^)V-l, 2, 4- hU7V-;V-3—i* 
Jl/S, 5-^ h^>#Jl/fc;M3MU- 1, 2, 4-hV7*/—)V-2-' f 

5-^7 1, 2, 4-hU7y-^-2-^jn, 5-^?;^;^ 
^^-1, 2, 4- MJ7V— ;u-2-' r;i^ 2- (s-^jw^soww 

^73?77U;P*, 2- (5-*;^^;^+^^) ^7x77U^S, 

2- (5—>7/.?WW 5 L 7^77U;US, 2- ( 5 h^->*;v**-;M 
77^77U;^ 2- (5-^^-)VX)V^-)V^)V) 77^77U;i/ 

##*L<, 7i-JH. 2-777U;i^> 2-^7^77U;PS, 2-fcTU 
2-tfU5i^;US> 4-trU5^-;P3l» 5-h!U55?-;i^ 3- 
hU77U;^ 5-7h^7U;PS, 2, 3-^?l/>m>'7i^H, 
4-^5 : I/>^y7i-;H, [1, 3] ?%r7n [5, 4-b] KUSW 
S> 4-W-4H- [1, 2, 4] hiJ7y-;i/-3—f;i/«, 
-lH-^5^/-^-2--fJ|/S, 4, 5— ^?;V-4H- [1. 2, 4] 
HJ77-;U-3— OWfc 4-^^-5-hU7;^a^^l/-4H- [1, 
2, 4] h*)7V-)V-3-f)m. 5-*3\>U- [1, 2, 4] hU77-;i/- 

3- 4-y7;7xZM, 4 - h U 7Mn^^7i-j|/«, 2- 

^?jw7i-jh, 3-^?m7i^i, 4-^?;pft7i-;n, 

4- ^h^>7x~;H, 2-/h^y*M^7i-JH, 4-*h*~sfi 
)V^-)V^)Vy^)m. 4-^f^M-;l/7i^JH, 2- (5-tH 
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2- U-th^S/tf-M ?7VV)V£* 2- (5-->7/) 

& 2- ^Ti/U;^, 2- (5-*h*->#;M?-;W 

^7\/U;Wfc 2- (5-kFn^y) 5P7v7l/U;i^ 2- (5-hU7;i/ 

^•P^^W f7v77'JM, 2- (5-*h*->*5P;» ^7vWJ;i/S, 

2- (5-^ 7-7v7 s />J;^, 5- (3-tKP* 

9 s*¥M 5-7V7 y JV)V& 5- (3-hU7;P*D^;W 77&7*SV}V 

£. 5-.(3 -*h*5'*9-A>) 5- (3-* 

HJW ^7^7VU;i/S, 2- (5— X/VpWIO ^7v7VU;VS> 2- (5 

-^^;px;i/5Jn-;m^) ^7f/7Vu;^, 2- (5-^^x;p7t-^ 

pt^W fTyJ'/UM, 2- (5 -j/7/) hU7 x /U;PS,. 2- (5-t 

fp^sowm MJ7*/u;W6, 2- (5-hu^;^p^^;w hU7Vu 

2- (5-^h*^^;W HJ7VU;Wfc 2- (5-^h^->^;i/# 

hU7Vu;u*. 2- (s-^M^fc^jfo^ioww miti/u;w^ 
2- (5-->7/^^;i/) hU7yu;^ 2- (5-*^;i*;ww:;m3\>w 

hU7l/U;PS, 2- (5-^fM;i/77-;Mf;0 MJ7l/U;Wfc 2- 
(4-v77) fc!U5W*, 2- (5-hHP^v) tfUv^*, 2- (5-h 

>j7MD^fjw -truswat, 2- (5-^h*>» ifysw*, 2- (5 
h*v-#;i^-;v) t!U5>;Wk 2- (5-^7/) t!U5S?n;^ 2- 
tfu^v 5 -;^ 2- (5-hU7;^p^^;i/) truss? 

D0R 12 iltH 7xZJH, X^b>v>:*^> 
7i-;HXt4^5 : l/>mv7 i-J^ffSl < , R 1 °Tfi$£tlWT 
fei7xz;H, fcfUSWS, ^5 L l^>^->7xZMXttl5 1 l/>^ 
->7i-;H^i 0 * L vs. 

Sfc, D0R lo tbm R lll XttR ,n T?WSnTV>TfeiV>Kft** 



WO 03/080585 



24 



PCT/JP03/03656 



K Z.Z.X\ R lll Xr4R 11 »ttlMEtHit«T!*5. 

R 2 «7K^M^P> Aoy>M^X«R 10 T-g^$nTViTt)j;ViC 1-C 6 7 
;^;i/g^To R 2 £>R 10 £LTte, R 111 Xi4R ,n TII}ftSnTViTfeJ:V» 

DffSU*. R»"3fctfR 113 ttl5IBiH«an?*«. 

t^x, Dtttit J;D^TO^«, m«7x-;p» ? l-j-y^jm. 

2- i-79-)m> 2 -tTUvMPg, 3-t!U5?;P«, 4-tfU^»> 3, 4- 
X^W>5?^^7x-;P3l, 2, 3-X?U>^^r->7x-;i/^, 2, 3- 

s-^M^^x-M, 4-*;i/A ; &-f;i/^>'7xx;us, 4- 

JI/S, 4-^DD7x^H, 2-7MP7x^H, 2, 4-y7MD7 
ilM. 3-7*D^7i-M. 4-kFD^>7i-JVI, 4-^^;i/^ 

7i-;H, 2-7;i/^-p-4-^^7;i/*-;V7xn;ps, 2-*h3r>'- 

4-7MD7XZJPS, 2-^f^->7x-JH, 3 h^>7x- Jl/36, 
4-/h^>M»7xZM, 2-^fM^*^^7xZJVS, 4-7 

jpjTp- 2 -^ji^jw^i^xxji^ 3 -^5 L ;U7;u^-;U7x-;vs, 
4-^^7^;i/7x-m 2- (4-*;wt*e<;w trusw*, 3- 
(5- hU7;^a^^;p) tfu^s, 3- (6-^ h*i/%)V#~M tru 

3- tHa^->^5 1 ;P7xx;us, 4-y7/^^7x-;n, 4-^5=-;^ 
t^?ji/7x-JH, 3-^^x;i/*-;M5 1 ;V7x-;i/S, 3-^h^;*j 

M-;M5 1 jl/7xZJH ) 2- (5-#;W^» UU5?;W6, 3- (5-v- 
7/^^;V) fc!U5W*, 2- (5-^^;^*) tfU^S, 2- (4-^h 

&n**w*b<, «Atf7x=;wt, 2-tfjv;«, 2, 

3-/fk>Wy7x^l/*, 3, 4-^^]/>> ? ^>'7x-;l/S, 4- 
hU;U«, 2-y77 7xzM, 4-h'J7^D^Wi^^ 4-7 
OD7x~JH, 2-7M07x-;H, 2, 4-y7jWD7i^S, 4 
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-^h^i/-4-7M07xZJVS, 2-^h+->7i-J^ 3-*h*-> 

7x-jh, 2-^^;i/x;i/*-;P7x-;i/S, 4-7;k*D-2-*3 1 ;i'7Ji/ 

x-;i/S, 3- (5- YV7)V-tU*?)V) hfUSW*, 3- (6-*h^># 
)V$~M tfU^S> 3-kFD^^;U7x-;P^ 4-^^H 1 :**^ 

^7i^jh, 3-^5 L ;U7.;u*-;i/7x-;^ 2- (4-* 

e u v;i/gxii 3 - ( 5 - *^)i7,)i*~)i) \l u 5W»rafctf ^nsgau 

^ (i i) 




(ii) 

7Vlui^> 4-?7yjM, 2-^5^vu;us, 3— rv^7Vu;^ 

1, 2, 4-f7y77-;K3--f;H, 1, 2, 4 -5P7^7\7-;P- 5 - 

•iJHL l, 3, 4-^7^7V-;p-2—r;ps> 2-hU7Vu;Wk 2- 
u;Wk 3— fv*-ifvy;wk t^s?-;^ 2-tfji^g, 2- 

tf 3-tfUH- [3, 2-d] [1, ?-7 s S-)V- )V 

±fE5£ (II) CR 10 i:lTll R U2 XttR 112 tli$nWfeJ;V^ 

)V*r)V&, 7U-;i/S> 7U-;u^s, 7 u -^tjm^;^ 7nK;i/g, 

7D^i/g, EficDC 1 - C 6 7;WUS, C 1 - C 6 7)l^)l^m, CI- 
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C 6 7)V*)V7> )V7 -Y C 1 - C 6 7 )\;*)[>?,)Vfo-)V&, C1-C67 

)l>n*>>m, C 1 - C 6 TJVn^y^M^MXIiC 3 - C 6 yi7 D7M^ 

^vS^#tfe»n, R n4 tiTH F!i^.«*Ji^ #;i^*->;i^ h 

& itmoc i -c 6t;p^;^ 01-067;^;^!, ci-c67ji/ 
□*->«xtec 1 - c 6 7)vn*'>%)i-#-)mmiiWvf%nz. 

«5t, S (I I) £LTte> iDJWW&fcfik ^«2-5 t 7v/u;wa£» 2 
— f3^/U;WK, 3~fvW!/y;Kk l. 3, 4-5 1 7> ? 7\/-;U-2- 

1, 2, 4-5 1 7^77-^-5- r;i/*, <y 
w v ;-jh 3 — r;PS, 2-euswak 2-tf^^-;^, 2-tfus^n 
2-^>y^7v/u;P»» 2- (4-*;pa ; e<;v) ^7*/u;i^. 2- 

(4-#;krFe-f;kfr4 1 $') F7>JV)Vm, 2- (5-~>7y) ^7 S /U;i^ 
2- 5 1 7yj;i'S, 2- (5-kFa*5'*5 t ;W 9 

7v r u;i/S> 2- (4-AMt-» ^7V*u;i^ 2- 97V 
U;Wk 2- (5-^dp) 5 L 7V , U;PS, 2- (5-^an-4-^;W 
7VU;^, 4- (l-^h+yXfJ0 -5 L 77-^-2-^fM, 2- (4 
-^h^rSoWW 9-7VV)Vm. 2- (4- hU^^D^^W ^7\/U;i/ 

2- (4— fvyptr;w ^7yu;p«, 2- (4-^^;w f^/u^ak 
4- (l-tHD^yi^w -^7i/-;p-2— - r;u», 2- (4-x^;^ 
*) 3=-7i/u;wk 2- (5- hj7;m-d*5\>u) ^7yu;u*, 2- u- 
^h^s^wiO 97W)m* 2- (4-^h^->*;w^-;w ^7Vu;i/^ 

2- U-*9)VX)V-fc~)V) 97VV)m. 4- (4-^^;i/-4H- [1, 

2, 4] hU7i/-;i'-2— r^-^i/^T-JM^w -^7V-;p-2— r 
4- (5-^?;i/-4H- [i, 2, 4] -hU7y-;P-2— r;u-x 
;i/7 7^MfJW -^77-^-2— i)VM. 2- (5-*;w;x*-r;w — 5f 

2- (5-^;W\*^;P^v) ^7~77y*'JJl^ 2- (5 
-y77) ^7S?7\/U;PS, 2- ?7^7l/U^ 
2- (5 ^7^71/UJ^ 2- 97^7 W)V 

2- (5-^^;P^) ?7$?7*/y;fcSk 2- (5- hU7;^P^5 1 ;i/) 
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9-7V7W)V&* 2- (5-*h*zs*?-)l) fyvTVUJH, 2- (5- 
*b*z/%)l-$~)l) ^7P7VV)Vm. 2- (5-*^)l7>)l*=.)V) =^7V 
7VV)Vm. 5- (3-#;P#*~» ^7$>7*/U;Hk 5- (3-tHP^~> 

?7i?7VV)m. 5- (3-#;w\^;w ^t^ti/u;us. 5- 

(3-hV7)l*U*?)l) ^JvT^/U^S, 5- O-^^^) 3-7 V 
7VV)l>&, 5- (3-^ h^v^^W ^7v7VU;ua, 5- (3-^h* 
zs%)l#-)V) J-7~J7W)V&, 5- (3 )V^~M ^7P7W 

)V&. 2- kusw*, 2- (4-*;ww;i/^'» 

fcTUSW** 2- (5-y7/) KUSWik 2- (B-kHn*W;W tf 

2- (4-*;i/^^-» euswafc 2- (s-^p^e) tuvM, 
2- (4-x^;i/?^i-) trusts* 2- (5 - hj^ji/^p^? 1 ^) huvjp 

2- <4-*h*-» EUvJl^, 2- U-*h*5'.*7M truswak 
2- (4-* h^->*;i/jj?-;u) tUyjH, 2- (4-^?^;w*rjW tf 
'Jy;H, 3-tf'JK- [3, 2-d] [1, 3] ^7l/-;V- 2— f;«, 2 

- ^T^JVU^S, 2- (5-*;w\^-r;i/^^) 

75?7!/U;H». 2- (5-^77) ^T^Tl/U;^ 4- (6-*^/^-f 

;W if u $ 4- (5-#;i//\*^oi^:>) tfU5v-;ps> 4- (6 
-i/7 J) -tfU5^-;i,s, 4- (e-tKD^^w ) -tfus^-;i/ 

£, 4- (5-#;W?*5/) -k"'J5yZJH, 4- (5-h>j7MD^^W 
-t°U5v-;^, 4- (5-X^;i^:*pWW -bfUSv 5 -;!/^ 4- (5 

-^h+sowp) -trus^-ji^ 4- -tfu 
5y-;H, 4- (5-*5^x,Mnx;u) -tfus^-^s, 2- (5-^p 
p*5p;p) ?7W)m. 2- (5-* h^v-*;i/fc;M^;w ^rvu;^ 

2- (4-#;wfc*V;M5 1 ;M3 t ;W ^TVU;^ 2- (5-#;i/7A ,; E-f 

3- (5-* h+S'fcjW^M^W MJ7!/U;WS, 5-*^;i^j1/t}n-;i, 

3, 4-5 L 7> ? Tv'-JW-2--f;^ 5-^;i^*^^;u-i, 

3, 4-?7y7y-^-2--f;H, 3, 4-5 1 

7V7V-)V-2-<1)Vg t , S-ts)Vn=h^)V-t^y^)V-l, 3, 4-5P7 
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—i)Vm, 5-*h*z/%)l#~)ls*?)V-l, 3, 4-J-7V7"/-)V-2- 
5-tHn^f;i/-l, 3, 4-^7^7V-)V-2—i)mX\t 
5-*h*->^;i/-l, 3, 4-f7i?77-^-2-' f^SftiSnSl 
J&*Jff£L<, 2-5P77U;l^ 3— fV^7l/U;P», 1, 3, 4-^7^7 
17—^-2 — TJHK. 1. 2, 4-5 1 7^77-;i/-5-<;i/«, 2-t°u-7;u 
2- (4-*;w\* ; e-r;i/^'» ^7Vu;^, 2- (5-yj;) ^7 7 
U;US, 2- (5-tKD^WJ» ^7l/U;PS, 2- <4-;fr;W?*5/) 
5 i 7 x /'J;i/S, 2- ?7VU;Wfc 2- (5-bU7;P^O^^ 

;w 3"-77v;i^ 2- u-^h^soww ^t^/u;^ 2- (4-*h 
*->#;^-;w ^77u;wi, 2- (4-^^;^j^-;w ?7Vu;us, 

2- (5-5-OV) ^7^77';;^ 2- (5-^^^) ?7y77'J;i/ 

2- (5-^ ^7v77'J;^ 2- (s-^^wx^ 

*-JW ^yyV'JM, 5- ^7~777U;Ug> 

5- (s-^M^*-*;*/) ^7^77u;^ 5- (3-^ h^v*;i/fc;w 
^7^77u;ps> 2- (4-*;wxqE>r;^4 i ^) ifuswak 2- (5—> 
7/) truswak 2- (5-hHD^?ji/) tuswak 2- (5-7*0 
•e) eui?;p«, 2- (5-hU7;p*P^5 1 ;w eyswak 2- (4-*h 

HUyJH, 2- (4-*h*is*7)V) KU5?^», 2- (4-*h* 
3-tfUH- [3, 2-d] [1, 3] 77V-JV 
4- (6-y77) tfU5-7-;l/S, 4- (6-fcFD^>^9=- 
t? U 5 5>=;Wfc 4 - ( 5 - h U 7;^D ;* t: U 5 -7-;PS, 4 - ( 5 
-*h*>'*5 1 ;W' tf'J5v-;l/^ 2- ^77U;P3I» 

2- (5-*h*5'*;w?n^*3 1 ;i') ?77u;ps, 5-^5*-;ux;i/^n;M 

3, 4-^7^77-^- 2— T;US, 5-*7-A&**5-n,-l, 
3, 4-f7y77-;k-2-' f ;i4£Jtt* 5 - * h^^l'fc/loWl'- 1, 
3 , 4 -^7v77-;P- 2 -^;i^T*£ft5a£#<k UV>. 

R'fcbRSi®^ ADy>igTOttR 10 Tg^tlTVsT%«fcViC 1-C67 
)V*)m%BT<, R 2 <DR 10 £LT«, R lll X«R lll T?KffcsnTVvrt>«fcV> 
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R ! ii/Tit «fco*»Wfctt, x^;pa, ypfcf;i/*, -yv^d 

(I) *©*S (XII) 




T?&£nSS©X l RtfX 8 ##k:CHTfc3»g\ X'^IfTSO, #0 
X 2 ^ C HT^SWIft L < , X 1 RXfiX 2 tft%\ZC HT?*Si^«fc D Hf 

RHi, -S- (O) p-A, -S (O) q-BXtt-O-DS^t. 

cn&©-35, -s (o) p-BXtt-o-D-e*sc:t*w*bVi. 

TK^M^ T 35 -5 C £ #<fc 0 * 1/ V>. 

R 2 0C 1 _ lo T;W^i:UT«, C 1-C6 7MM«U^. 

R 2 ©/\ny>HC^<J:LTteu 7y*W, ililfXtt^gfeSSIlt 
jSWSK, 7 y SWK^X J1C-? S i: £ #«k D U>. 

*^BJtC#^>^ (I) ^$n5^>X75 1^i^tbTlt m%.\*2-7 
5 y - 4-7)ljrn-5 - ( 1 -;*5 1 Jl'- 1 T 2 --f^-TJU 

P-5- (l-^^)V- lH-^S^Z-Jl'- 2 -fJl/-7^77-jW -N- 

(4-^5 L ;i'-5 L 7v*-;i'-2— ow ^>X75 b\ 2-7$y-5- (i- 

^JV-1H- f $.#V-)V-2-' (fr-zfryr-M -N- (4 -/WHO 
*zs^)l-^TV-)V- 2—1)1) ^>X7SH, 2-757-5 - (1H- 
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77-/1'- 2— f/W ^>X75h\ 2-75y-5-^^Jl/7 7-^-N 
-^77n [5, 4-b] trU^>-2— r;U-^>X75 H, 2-757-5 

- (4-*3Sfc-4H- [1, 2, 4] MJ 77-/1'- 3-' f^-^V7 7^W 

- N— (4-75MI/-5P77-/1/-2-- i)V) ^>X75h\ 2-757-5- 
(4H- [1, 2, 4] hU7y-Jl/-3-^JP-7Jl/7 7-JW -N— (4- 

* ! ?)l- ! ?7V-)V-2-' i)V) ^>X75h\ 2-757-5- (5-7^/1/ 
-4H- [1, 2, 4] hU7V r -;P-3— f;P-X^7 7-;W — N— [4- 

(i -7^;i/- ih— f 5^v-;u-2— r;i/-7.;P77-;M5 1 ;v) -^77 

-)V-2—iM ^>X75H, 2-75/-4-7MD-5- (4-73^ 
-4H- [1, 2, 4] hV7V-)V-3-'OV-Z)V77~))') -N- (4- 
^^-^77-^-2-^^) ^>X75 h\ 2-75/-4-7MD-5 

- (4, 5-^7^-4H- [1, 2, 4] h U 77-/U- 3 f 

-N- (4-^fJV-f77-^-2--fJW ^>X75h\ 2-75 
7-5- (2, 5-y/fJV-2H- [1, 2, 4] h >J 77-Jl^- 3 — f^- 
X;U7 7~)V) -N- (4 -79^— 777-^- 2-1-/1-) ^>X75K, 2 
-757-4-7MO-5- (4-75 1 ;U-4H- [1, 2, 4] hi) 77- 
;V-3-<Jl/-XJV7 7-i0 — N— (4-tHa^>^-^77-;P-2 
-- nV) ^>X75h\ 2-757-5- (4-^-4H- [1, 2, 4] 

MJ7»/-;w-3— f;w-^;P7 7=;w -n- (2 -77/1^-777-/!'- 4 

-<)V) ^>X75h\ 2-757-5- (4 -77/1/- 4H- [1, 2, 4] 
VV7 S S-)V-Z-'UV-7>)V7 7-)V) -N- (4 -7 h*v'77/l'-777 
-;P-2--f;U) ^>X75b\ 2-757-5- (4, 5-y^-4H- 

[i, 2, 4] HJ77-/1/-3 — f;v-^;W7r=.;w -n- (2-77/u- 

777-/I/-4-' ^>X75H, 2-75y-4-7MD-5- (4- 
77/l'-4H- [1, 2, 4] bV7V~-)V-3-'()V-Z)],7 7-M -N- 
( 2 -7?;U-777-JP- 4 —f/U) ^>X75H, 2-757-5- (1- 

^-ih-' T5^7-;w-2— t;p-^;U7t-^) -n- (4-77/1^- 

777-/1/-2 — f;W ^>X75F. 2-757-5- (4-77/1/-4H- 
[1, 2, 4] MJ 77-/1'- 3— fjV-7JV7 7-iW -N-777a [5, 
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4- b] tfU^>-2-^;i/-^>X75 F, 2-757-5- (1 
1H-' ($.#'/-)V-2-' f;Hx;V77-J» -N-fjyn [5, 4-b] 

tf'yS»-2~ •f;W-^>X75 h\ 2-757-4-7;M"ni-5- (4-7 
f;V-4H- [1, 2, 4] h'J7V-;V-3— f J^X;V7 7-JW -N-5 1 
7Vn [5, 4-b] tfUv>-2— r;i/-^>X75 h\ 2-757-5- (4, 

5- ^^-4H- [i, 2, 4] hU7V , -;p-3—f;u-x;i/7 7-n;i/) 

-N- (4-7 h^->75 L ;P-5 1 7V r -^-2— f;» ^>X75h\ 2-75 
7-4-7;^n-5- (4, 5 -^73^1/- 4 H- [1, 2, 4] NU7V- 
;i/-3— f^-7Jl/77-JW -N- (4-7 h*->75 L ;P-3 1 7V r -;l'-2 - 
•f jW ^>X75h\ 2 -75 7- 4-7;i/xJ-P- 5 - (4, 5-^73^-4 
H- [1, 2, 4] hU7 N /-;i/-3— 1 , ;l^-X;P7 7-;V) -N- (4~7h 
*^*^)l-^TV-)l- 2 -- T JW ^>X75h\ 2-757-5- (?7 1 / 
-JU- 2 )V-7,)V7t-)V) -N- (4-7h^->75 1 ;i/-5 1 7y-;i'-2 
—f;W ^>X75 b\ 2-757 - 5 -7x7+v-N- (4-^h*^f 
;p-^7y-JP-2-<Jl/) ^>X75h\ 2 -757 - 5-7x7+ v-N- 
[4- (4-7^-4H- [1, 2, 4] h U 7*J—)V- 2 — <;u-x;i/7 7 
-;i/7^;W -^7V-JV-2--(M ^>X75h\ 2-75 7-5- (4- 
7MO - 2 - ^ ^XM-^- 7i / -N- (4 -73^-^7 V*- 
)V-2--()V) ^>X75h\ 2-757-5- (2 - *?)V7>Atfs~fr-y x. 
J*i/) — N— (2-7^-^7V*-^-4— f;W ^>X75FX«2-7 
57-3-7x7+->-5- (2-75 1 ;PX;i/*:-;U-7x7+^) -N- (4 

-*3 L )i-?7V-)i-2-<i)V) ^>X75 F^©fb£»We>ns= 

%mttfmmtVT\z* mw&m&* 7yWit, 37 

RttE^OiKmft; 7^>x;i/*>^lg, h >J 7Mo^^>XM>i& x 
* >x;p*>^m^©^7;^;ux;i/*>mm ; ^>tf >x;i/*>®i&, p - 
h;px>xji/^>^^©7U-;i/x;u*>m*l; 7^n, nA^si, 7 
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x>Ktfk WEm&> ^jL^WtAs 7W>»WS;MW$> 

M^fe^^©iL#stt^x«s^Mtt#^ft-r5^^^s^. n 
n ?> ©&&#«* rnsfl icff ns z. t rams **c v>. 

#SS9i©fc'&<»tt^;i'3 ifettflsf^ffl £*rT3 H tfr 6, «KR©%« 
hht, »»*!©£#&£«» »J^ft»^*ctfcJ:D#56-r5£*i©i: 

*58Wfc«<&fl3^*tt» -f >XU >fe#tt«fRfc ( I DDM, insul in 
dependent diabetes mellitus) >X U >3¥ik 
ff'&MMM (N I DDM> non-insulin dependent di 
abetes mellitus) ©£5 £©^-f ^©M^^feji^pligl?* 

-f >X U >tt#tt»B3S! (IDDM, insulin depende 
nt diabetes mellitus) >7. U >«T 

t#»«T©-f >t. u >js#ttt©*BK:, lE^ucfcs-r >x u >tm.mmt>% 

>XU>&#tt»^«, *-©*Efc<kD, I I IfitV»5»SWtjj|ilsn 
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^Sl;fottIl:Smit^Tf5. #38§B©-«!5£ ( I) ©ft-& 




(5) (1-1) 



(181) #Igtt, (1) Xtt-£©Rf&ttSf*#£tffl3SC 

JUMff^ft^ 1 9 8 3^. □>yu^>>'^ 
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(Comprehensive Organic Synthes i s) , 16 
P e r g amon P r e s sit, 19 9 1^^). -tnfcJpE&lfriSfeX 

fcz-tiz t-gmt &^t\z£r), 31*075 wmRfo^nxu*. 
jLx^jit£&ikjf&, n&mmi®$k. g£7ouK&, *;m?sm5 HtsMHc* 

N, N-Pz/Zu^isfrfiMms. l-^^;i/-2-ya ; Eh°Uv-^ 
A7-f^< h\ N, N' -*;l/fc;i/^$^V-;k i?7i^7*X7* 
'JMD'JH, v7x^;l/7^-X7^U;P7> ? h% N, N' 

#,M?*-K n, N' -v?7,^->n5e;;i/^-^>-h, i_ x ^;i,-3- 
N->?>ryyDt!;i'X5 1 ;i'75>> N-y^FE^y x N-^^uenUv 5 

N-7^tf^U^X N, N-y7fJ|/7-'J>, 1, 8-^7tft:^7 
O [5. 4. 0] «y>x#-7-X> (DBU) , 1, 5~71ft:->7P [4. 
3. 0] /i— 5-X> (DBN) ^©Jg3»ra75> ; WttffcMJ 
4-y/W5 7 tf'>7>, t?3>J>, Jl/f7>> 4V U >Xte< 7*7 U > 
^©!£#i£7 5 >«&8W 6 tl, #T t>« AfcTH 3 OTTO7 S >WJ L < , 
#fc^J^.« h U X^^7 5 >XttN, N - =M V 7*D tr;UX^7 5 >&ifit&M 

ffl^e»n§^agj^jiL/T«, m.«N-t nn^^>y h«j7V-;u7jc 

N-th*D+y77yW5K N-k Fd^- 5 -J )V$)V*>- 2, 
3-^*;P#*W5 KXttS-k KP^y-3, 4-ykFn-4-t^V- 
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1, 2, Z-OVhVrV—JV&Hfimtfbtls ^Tfe^UfN-t KP*>^ 

«visna75/fl;^* (2) ©*»4, ffl^f>n5ft^w©n^0 

fl&©Efc*#fc«k?)gfcSa*, att&JM^HMfefc* (1) Xtt*©l*fcttBii* 
&l^*fcftbT> 0. 0 275M5 O^g, IfSKIJO. 275S2 ^ftT^S. 

testis 7$ H^M^©a«, ffl^e,ns^t)S.^tos^©ffi© 
fflv^ e>n§^-&s^j©a«, « ^ e>ns<fc^*Rtf»&©«£-£©&©jRj& 

&#K:<fci3M&3^ M^;^>l?^tJ (1) Xtt-t©S«ttBNWI: 1 MSB 
ICttbT, 175S5 0iS*. <tel75M 5 ^fiTfeS. 

ffl I* £tl3iIS©*te, ffiV^n§{fc^#lROT^©a^©ffi©S^^fc 

^od^M. 1, hU^nnx^X N, N-v^^U 

Rj&mjmts - 1 o oKTbmmmomjtmst* #*L<w:o72rS3o , C"c*5. 
Kfcmrm. o . 5 nm 9 6 l < » 3 2 4 psmt**.- 
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7°X -f> ^tv-X (Protective Groups 

in Organic Synthesis), T. W. Gree n^, W>2^ 
John Wi ley&Sonstt, 1 9 9 1^, m) , ^tUzmVtt&Xft 

(XS2) ±IBX©lT#e.nfc75 Ffc-&tt (3) iftJ^ft (4) 

(4) ©fiteu fflVi6ti*ft^*R^»«l©as-t©fl&©S**frlcJ: 
9M&5;fc\ a^T5/M^#: (3) 1 USSKMLT, 2 71/55 0S«, £fl;L 
<«2 7!>£5^iT&&. JflV* LTtt, #IAkf h U *^;i/75 X 
hUX^;i/75>, N, N-^V^D^XWSX N-^WWJ 

1, 8-^T1ffc*^^n [5. 4. 0] £>x#-7-X> (DBU) , 1, 5 
-T-iflfv^.a [4. 3. 0] 5-X> (DBN) ^©Sg3»JKJ»»75 

u >x«-r v^y u >^©^*^7$ > ; mxx&mj u £a, h u £a, 

^JRU^^A^OT^* U&JR ; mfc&KiHfci- h U ^A, U ^A^© 

MZ-ttXVVA- t e r t-T^-K h 'J 7AX^7- r-Xte^ h U 7 A 

u 7 a^©7;p* u ; mx\mmt> u s a^©7;^ u 

+T"b^^38UtJ»«l75X 7;P*U^JSzK*flS«lXtt7 
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frfciDSIftS^ (3) lMSSfc#LTM075M5 OSS, » 

PPX^X MJ^PPX^X N, N-i?^^*M75F, N, N—X* 
^Xfe'X *->KX tK> WkXX 1, 4-v^lfX fh7tF077> 

xtt^ns ©s^WBMJWvf an*. 
d©<k5fcLT#eti-5{k;-&^ (5) it, iktiKDftmmm&m* mnmm. 

(IS 3) (5) £MtcLT, #f§0J3£#3fl^#| (1-1) 

ssirrs^srefcs. *isic*^Tfflv»6nsji7cKi&«, ^n#(c^© 
*i***«v»5na. *iSfc*viTffl^&n-5jg7cR^tna, a#wk:hu 

0S*tf (1) 7jcm, Mfe «if?7XEx£A, tK^Xjc^tA^v^A, 
xy^;HW«*fl|VJ5«jBflt7ctt, (2) £D& ikft7Xtx^A£f«c£ 

8^©te©EjS£#fc«kDftfc5*«, fc£«f (5) lS*K:*tLTiI3tl7I>S 
5 0ii, $?£U<«2 7I>S2 0SST&S„ 

«IAtf^DD^>, ^7PP*;i/A^©APy>{b^k7K*^ WAtf^x^ 
;kx-x;k t e r t - :/^;M?^x-x;k x h t t* p 7 7 >^©x- 

mors. hm M^s^^f w+y fi> m^r±h 
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b < 0 75M 5 0 t^g©£«gT 1 2 0 mmffl£, b < 1 75S 5 

d©j:5icbT#e»n§*^0j^§^'ti (i-i) rau &*n©#gt*iig¥ 
ftm^^*. .sisistnii «^.artFp^>'*o«ss» 75 yg© 

kHP^J/SOftSStUm fHAtf t e r t-^>Wijm 
t e r t -y?jky 7 jk> 'J jHf0ffl7;^Jk> 'J M, Wttf* M 1 

#x;Wk t e r t— ^h^v'*;u#-;i'*^©^7;i/n^^;i/#n;^ 
©77;u+;^^v-*;i/^-;i/»^#tfe>n, cne.©^ ha^> 

5?;p»> t e r t— y'h^^)Vts=.)Vms ^yV)V^=ytl)Vts~)V^mtim 
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7)v*)mmi)mtf*>n. ^nt>v>?%, mzt^ivm, x^*, ter t— 

1, 3-mV7>^ 1, 3-v^7>^ 1, 3-v3^?>S^ 

7;i/xfcl*g©#«g£LTtt, m*.\& V*?)V7lL?-)V&, 1, 3—^ 
^=¥->7>*, 1. 3-WV7>S, 1, 3-S?^7>*, 1. 3-^^ 

^ Oct 5 1 lt# snsfc-fr* (i-D «, &fl©#*s«ii:, 09*.« 

£&, #£Bfc«5fll£«n?&"5 (1-1) tt, TaB©X@ld«kaT'b«3g-r 
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Na 




(5') (1-1) 



z.<D&o\z\,x%t>tiz>fc'&® (6) , (5' ) \ts 'j&MDftmsm&m* w 
(i-D a, ^©#««sm mbe^ 

~y ^ vV-fei/Tx ((Protective Groups in Orga 
nic Synthesis), T. W. Greenf ^2K, John W 
i 1 ey&Sons*L 199 1^, , *nfc*&fc#SsXtti:n& tSfe 
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So 

a (I-l) T3!t$n«M*ffl^T, *i£fct£-3T«j6«H£#T€r*. 
JWMflfcfik ±fB (I) Mtffc (I-l) ©fls£4fc#, Stt^rtfc^AttTS 

fc*£S^©/\ny>foKiiS^;«K:& »£#ft& fflftg* m 

x>ft& ?@5i£i£, S^^KIS, ?K>»«I;MM5> 
ttjft. 7*A54 I >^£©7^ yil^©*«R^*5*tifl^fcW*£ 

turn «^.Ht«Atf^-hU»7A, ^u7a^©t;i/*u^m^ #;i^a, 
(i) T^^n^*^Hj©^t)©wr^^nfc^;i/n^^— t*SM 

flUfl ©misfit, £ii£f2ffe©#& (01*. «, =TA 7^X (Diabetes) . 
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H4 5#, ^167 1H-1 6 7 7H, 1 9 9 6^«) Xtt-tnKUPDjfc^ftfc 

• e jstttt, 6 - u >»£iwgsijrrs©T?«&< , 

So 

£©7y-fe-1"TM£ffl'f"-5> r e c omb i n a n t h uma n liver 
GKttFLAG fusion proteintbTE. c o 1 i fc56!S$1i\ 
ANT I FLAG M2 AFFINITY GEL (S igma) TfflSLfc. 

7yt-f &¥J&9 6 -we 1 1 plat e£fflV>T3 O'CTfr^fc. Ass 
ay buffer (2 5mM Hepes Buffer :pH=7. 2, 2 
mM MgCl 2 , ImM ATP, 0. 5mM TN AD, 1 mM dith 
iothreitol) 1#&U ft^«ODMSO»«Sfc«3>h 

D-MlTDMSO^l 1 ft+Tft^l/T^fcEn zym 

e mixture (FLAG-GK, 2 0U/ml G6PDH) 20^l£ 

2 5mM iOUn-XS 10/tl flnx.. EJ&£iB&£i* 
3 (*»^n-Xi»«=2. 5mM) . 

KftHttft, 4 0 5 nm©8Safci£©if JQ*3 0®Zt\Z 1 0#MMjeU «$) 
©5^M©iilJP^*^UT{k;'&«l©nMiB*ff-3fc. FLAG-GKttl% D 
M S 0#ffiT-e 5 #&©»3feaytln#a« 0 . 0 5 S 0 . 1 ©H fc& S J: 5 Klin 

MdDGKSttfegfS? t tT, AC2 0 0*fflHfc. AC2 0 0Ogl 
tt, DMSO3>hD-JI/T?OODfi$10 0%iU -t©2fg (2 0 0%) 

*TODH*JSJp*it'*©K:i^5l3&fl:'&«JR^**'r. 

GKfiH4flStB©fB*£ bTAC 2 0 0«[*fflU, GKSttfltfB&HJfeUfci: £ 
5, TEM«fcj*bfcflJ&*#ttl 0 mMOTT'2 0 0 %©?£tt£^L-fc. 

&tC-|£5S; (I) "r«sns±IBGKStt^ffl**"r**fSW©fl:^«J* s « 
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SEzK*#Tl?fiiWU&aittICRT^^ (i8~lllf, n = 5) 
^^SSPS#bfc. fc*,*HK»fcbTHU ^3-7«»|Stfc0. 5% 

dent T«ttfeftfflv»T<wffttfv», -tcDasti^w^aa^ssajufc. ^©33 
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250n 



200 



150- 



* p<o.o5 vs. vehicle i i vehicle 



Cpd-A10mg/kg 
Cpd-A 30mg/kg 
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30 60 90 120 
Time after glucose roading (min) 

$M (P r o c. Natl. Acad. Sci. 1995. 

92. 3096-3099) izmm^m. z\n\zmctt&y.\$z,tit> tn& 



1 752 1 1 7 <ZMb1 



{b^©GK^^bfg©^tbTAC2 0 



zmmttzctizzv. skmmr^m^-t<Dx\ mfcm<Dmmm%.zfi/x\z 
*fc> *mw\z&%-®>3: (i) T*mznz>ikGW\z, ^to*?-— m&fc 



WO 03/080585 



45 



PCT/JP03/03656 



a (i) ~?%ListLZ>%i%iTs.;^>XT$mmmt, mnxmmnmz®. 
m&\zist>^. m\mmzw®zn%mMZMZT&mmuk<D'&, 

& ^x^h^HJ^a, t HP+^yatr^-feJl/D-x, y;wtfh-;k 7 
^X?l/>Mt"7^?tt, #U tfx;UtfDU HX 7^7U >Sr?^*i"^ 

Klil. 075S6 02*K©M^S1Tf 

#S§BJ |3 ft 3 fc£ ft £0d it lfflWlc©*T?tt/B -T 5 ^©&-£*K.tf 
fttt, *#©ftW, #2, I^OgffltfiKlttSWollii 

Omg/kg*175S»@t^T, £fc#N£P8:#©*§£-«, 0. 0 0 175S 
1 Omg/kg&l75S&@fc&#f 5©#ff£bV>. 
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mmmi 

;i4jgfc Anx* t bfc. 

mm 2 

9mm 1 ©fb£rti 4 5 Mfr 1 5 & «j» l 6 g&, idiMt-fe^a -X 2 1 

^'jf^T;^-^ 3 mtxmufcz on*i%-\zn&.vtd&. mmmvx 

l£«U &trvrf(jR5iJLTMl 4 1 075S1 7 7 wm©^#$©®S^Jt Lfc. 
U >^*;^>^A3g|5^in^TJE^^UMl OmmCUJeilL 

SliOSI^DYh^^?}! yi/-hibTS i 1 i c age 1 6 OF 
24 6 (Merck) ft, fcffi&fcUTUV&ttig&JH^fc. *5Affl-»J*W 
iLTd Wakogel™ C-3 0 0 (fd^*H» £, iJS**9Affl5/U* 
y;i/tLTli» LC-SORB™ SP-B-ODS (Chemco) X(iYM 
C-GEL™ ODS-AQ 1 2 0 - S 5 0 (iWfcWftBf) V>£„ 

i-Bu : < y^;wi 
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n-Bu : n-y'^-)VM 
t -Bu : t 
Me : jWl'S 
E t : 

Ph : yiL-)im 
i-Pr^V^DWH 
n-P r : n-7nO/S 
CDC 1 3 : 1^DD*M 
CD 3 OD : m*9J-)V 
DMSO-d 6 : Mztt^JMlttZs}* 

s : l/>!fVy h 

d : #~JVv Y 

d d : ?7)W~7Vy Y 

t : hUTVy Y 

m : v;i/?7°l/y h 

b r : 7*0— H 

q : ^J^T-^y h 

J :%v 
h z : 



2-75/-4-7;^P-5- (l-^^-lH-^$^;-)l/-2--f;i/ 

4, 5-i/7;i/*D-2-- hn^S«l. OOg (4. 9 2mmol) © 
^b^^l^>*« (2 0ml) fc, *ftT. N, N-^5 1 ;P*;i/A75H2« 
RWf'JJ^nMHO. 51ml (5. 9 1mmol) S«TU STU 
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2-75./^7V—)V4 9 3mg (4. 9 2mmo 1) ©ttflS^l/^jMfc (1 
0ml) fcKU5»0. 9 1ml (9. 84mmol) &iH*.fcft, 7fe 

iznzntcmzu?^ ^omt^^uymw. (5m d sstfu srrfcT&E 

5 Mfc9 2 3mg mm : 6 6%) *&StfeB#£bT#fc. 

#^tlfc75H#9 2 0mg (3. 2 3mmol) HJJW&iRl 0. 

0 m 1 h U X?;W7 5 > 1 . 3 5ml (9. 6 8mmol) Rtfl-/^- 
2-^;^7>9 L ^-'f ;]/4 4 3mg (3. 8 7mmol) £jJP;>L> RJS 

ttBU - hn^5 5 2mg (f$:45%) S^fiH^tbTftfc. 

§&ftfc=hn#4 8 0mg (1. 2 7mmol) <D<1V7*U}\J-)V (2 0 
ml) m*Wa&fc7y*:~V&7m®. (2m 1) OjgjRfc«|»2. 4g£in;L 
3 O^JiD^M^bfco E«ISt7-fMm «JETfc*f8U #&tifcS 
l§->UAy'M7A^D7h^77^ - (^na*;i/A: ^/-;P=8 : 1) 
CiD^U »^||2 7 0mg OR*: 5 5%) &efi«fttbT#fc. 
l HNMR (CD3OD) 6:3. 7 9 (3H, s) , 6. 5 1 (1H, d, J = 
11. 4Hz) , 6. 62 (1H, d, J = l. 0Hz) , 7. 00 (1H, d, 
J = l. 3Hz) , 7. 17 (1H, d, J = l. 3Hz) , 8. 04 (1H, 
d, J = 8. OHz) 

ES I -MS (m/e) : 3 5 0 [M+H] + 
±IBfiJg« 1 tl^«©j&j£lc«k D , SSjgc^S 2 71SSit0l 8 2 ©fc£fc£#fc. 
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2 -75 I - 4 - 7)V*U-5 - ( 1 ~^)V- 1 H — f 5^V~Jl/- 2 — f ;!/ 
-7JK77-JP) -N- (4-^^;i/-^7'/-JP-2— i)V) ^>X75Rg> 

MM 

J HNMR (CD 3 OD) (5:2. 33 (3H, d, J = l. 0Hz) , 3. 79 
(3H, s) , 6. 51 (1H, d, J = ll. 4Hz) , 6. 62 (1H, d, 
J = l. 0Hz) , 7. 00 (1H, d, J = l. 3Hz) , 7. 17 (1H, 
d, J = l. 3Hz) , 8. 04 (1H, d, J = 8. OHz). 
FAB-MS (m/e) : 3 6 4 [M+H] + 



2-75./- 5-^)l-7,)Vy 7-JP-N-^7'/-il/- 2 — ( )1-^>X7 

1 HNMR (CDC 1 3 ) 6:2. 3 9 (3H, s) , 6. 7 2 (1H, d, J = 
8. 5Hz) , 6. 97 (1H, d, J = 3. 6Hz), 7. 3 0-7. 3 7 (2 
H, m) , 7. 65 (1H, d, J = 3. OHz) 
FAB-MS (m/e) : 2 6 6 [M+H] + 

mmi4 





2-757-5- (2-/W KP^->-X^>X^7 7-JU) -N- (4-^ 
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)V-9-7"/-)V- 2 —i)V) ^>X7S KOiiM 

'HNMR (CD 3 OD) 5:2. 30 (3H, d, J = l. 1Hz) , 2. 91 
(2H, t, J = 6. 9Hz) , 3. 63 (2H, t, J = 6. 9Hz) , 6. 
64 (1H, d, J = l. 1Hz) , 6. 76 (1H, d, J=8. 6Hz) , 
7. 37 (1H, dd, J = 2. 1, 8. 6Hz) , 7. 84 (1H, d, J = 
2. 1Hz) 

FAB-MS (m/e) : 3 1 0 [M+H] + 



2-75/ - 5- (4-T$/-5-Xh^v^;t/^n;i/-tf'J$> ? >-2— f 

ogam 

'HNMR (CD3OD) 5:1. 34 (3 H, t, J = 7. 2Hz), 2. 31 
(3H, d, J = l. 0Hz) , 4. 32 (2H, q, J = 7. 2Hz) , 6. 
63 (1H, s), 6. 85 (1H, d, J = 8. 7Hz), 7. 38 (1H, 
dd, J = 2. 2, 8. 7Hz) , 7. 94 (1H, d, J = 2. 2Hz) , 8. 
5 5 (1H, s) 

FAB-MS (m/e) : 431 [M + H] + 

mmm6 





2-75/- 5- (9 1 7'/-^-2-^;V-XJl/7 7-iW — N — (4-p^Jl/ 
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1 HNMR (CD 3 OP) 5:2. 31 (1H, d, J = l. 0Hz) , 6. 63 
(1H, s) , 6. 88 (1H, d, J = 8. 7Hz), 7. 38 (1H, d, 
J = 3. 0Hz) , 7. 4 8- (1H, dd, J = 2. 1, 8. 7Hz), 7. 6 
2 (1H, d, J = 3. 0Hz) , 8. 13 (1H, d, J = 2. 1Hz) 
FAB-MS (m/e) : 34 9 [M+H] + 



2 -75 7 - 5 - ( 1 ~^)V- 1 H — f $ 2 -^)V-7,)V7 7-M 

-N- (4-/WFD^?;hj : 7'/-;h2HJk) 'WCTS EtPWg 
'HNMR (DMSO-d 6 ) 6:3. 64 (3H, s) , 4. 49 (2H, d, 
J = 6. 0Hz) , 5. 24 (1H, t, J = 6. 0Hz) , 6. 74 (1H, 
d, J = 8. 8Hz) , 6. 93 ( 1 H, s) , 6. 94 ( 1 H, s) , 7. 1 
6 (1H, dd, J = l. 6, 8. 8Hz) , 7. 29 ( 1 H, s) , 7. 99 
(1H, d, J = l. 6Hz) 
FAB-MS (m/e) : 3 6 2 [M + H] + 



2-757-5- (1H- <^¥V-)V-2— j)l-X)U7T-M — N— (4 



SSji#l7 




M0S8 
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X HNMR (DMSO-dj) 6:4. 48 (2H, s), 5. 2 2 (1H, br), 
6. 74 (1H, d, J = 8. 8Hz) , 6. 92 (2H, s) , 7. 17 (1 
H, s) , 7. 23 (1H, d, J = 8. 8Hz) , 8. 05 (1H, s) 
FAB-MS (m/e) : 3 4 8 [M+H] + 
Sii£#l9 




2-757- 5 -(1 ~^)V- 1 H-4 2 )V-Z)l7 *ZL)l>) 

-N- (4-/W HD^^5 1 ;P-9 1 7l/-;P-2— fjW) ^>X75 E<P»g 
l HNMR (DMSO-dj) 6:3. 8 8 (3H, s) , 4. 46 (2H, s) 
5. 25 (1H, br), 6. 87 (1H, d, J = 8. 4Hz), 6. 90 (1 
H, s), 7. 02 (1H, s) , 7. 40 (1H, s), 7. 5 2 (1H, s), 
7.6 2 (1H, d, J = 8. 4Hz) 
FAB-MS (m/e) : 3 9 4 [M+H] + 

9mm i o 




2-757-5- {A-X.Y^zy^)V^~)V-lH—(^^/-)V-2-^)V- 
7JVZZ=M -N- (4-;WFat^?Jh?77-Jh2HiH ^> 
X75 F(PfiB» 

'HNMR (CD 3 OD) 6:1. 33 (3H, t, J = 7. 1Hz), 4. 29 
(2H, q, J = 7. 1Hz) , 4. 60 (2H, d, J = 0. 9Hz), 6. 
79 (1H, d, J = 8. 7Hz) , 6. 93 (1H, d, J = 0. 9Hz) , 
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7. 39 (1H, dd, J = 2. 1, 8. 7Hz) , 7. 6 8-7. 6 9 (1H, 

m) , 8. 0 0 (1H, d, J = 2. 1Hz) 

FAB-MS (m/e) :42 0 [M+H] + 

m&m 1 1 



2 -7$ y - 5 - ( i -jt^ji/- 1 H-^f s #*S-)i- 2 zrOk^ZikZ^ik) 

-N- (4-/VT HD^->^5 1 ;i/-^7l/-;i/-2— ()V) ^>X75H<P»« 
1 HNMR (DMSO-d 6 ) 5:3. 70 (3H, s) , 4. 46 (2H, s) , 
5. 21 (1H, br) , 6. 88 (1H, s) , 6. 89 ( 1 H, d, J = 8. 
8Hz) , 7. 03 (1H, s) , 7. 35 (1H, s) , 7. 38 (1H, d, 
J = 8. 8Hz) ,8.14 (1H, s) 
FAB-MS (m/e) : 3 7 8 [M+H] + 

m&m 1 2 



2-757-5-;<^V7JK7 7-Jl/-N-5 1 7yP [5, 4-b] tf'Jv>- 
2 — f;U-^>X7$ FOfliS 

'HNMR (CDC 1 8 ) 6:2. 39 (3H, s) , 5. 84 (2H, br), 

6. 74 (1H, d, J = 8. 4Hz) , 7. 34 ( 1 H, d, J=4. 8Hz), 

7. 38 (1H, dd, J = 2. 0, 8. 4Hz) , 7. 61 (1H, d, J = 
2. 0Hz), 7. 89 (1H, dd, J = l. 2, 8. 4Hz), 8. 81 (1 
H, dd, J = l. 2, 4. 8Hz) 

FAB-MS (m/e) : 317 [M+H] + 
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mmm 1 3 




2-757-5- (1-/W Ka^>X5P;U- 1H- i^^/-)V-2— ov- 
Z)l77Zi)l) -N- (4-/WFD^->^Jhf7'/-jh2-fJk) ^> 
X75 HOW» 

! HNMR (CD 3 OD) 5:3. 7 3 (2H, t, J=4. 8Hz) , 4. 2 
7 (2H, t, J=4. 8Hz) , 4. 61 <2H, s) , 6. 74 ( 1 H, d, 
J = 8. 8Hz), 6. 93 (1H, s), 7. 04 ( 1 H, s), 7. 2 7- 
7. 3 0 (2H, m) , 7. 89(1 H, s) 
FAB-MS (m/e) : 3 9 2 [M + H] + 

§^00 1 4 



2-757-5- (tf'J5> ? >-2— fjV-^;V7 7-^) — N— (4-/Vf H 

J HNMR (CDC 1 3 ) 6:4. 44 (2H, d, J = 5. 2Hz), 5. 18 

(1H, t, J = 5. 2Hz), 6. 81 (1H, d, J = 8. 4Hz), 6. 

87 (1H, s) , 7. 04 (2H, br) , 7. 16 (1H, d, J = 8. 8 

Hz) , 7. 32 (1H, d, J = 8. 8Hz) , 8. 13 (1H, s) , 8. 
84 (2H, d, J = 8. 4Hz) 
FAB-MS (m/e) :3 6 0 [M+H] + 

wmm 1 5 
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on 




2-757-5- ( 1 - * * >7Jl//fc-;i/- 1 H — f $ W-)V- 2-^)1-7, 
)V77~)V) -N- (4-Xb^'>^;i/^;i/-^7y-Jl—2— fjVO 

X HNMR (CDC 1 3 ) 5:1. 31 (3H, t, J = 7. 2Hz), 3. 4 
1 (3H, s) , 4. 30 (2H, q, J = 7. 2Hz) , 6. 69 ( 1 H, d, 
J = 8. 4Hz) , 6. 88 (1H, d, J = 2. OHz) , 7. 32 ( 1 H, - 
d, J = 2. 06Hz), 7. 40 (1H, dd, J = 2. OHz, 8. 4Hz), 
7. 74 (1H, s) , 7. 95 (1H, d, J = 2. OHz) 
FAB-MS (m/e) : 46 8 [M + H] + 

®Bi#l 1 6 



2-7S7- 5 - (1H- f5^V-;t/-2 — f)P-XJ^7^) -N- (4 
-;W Fp^->^^;i/-5-^aa-^7'./-^-2-<;p) ^>XT5 HOW 

J HNMR (CD 3 OD) 6:4. 56 (2H, s) , 6. 76 (1H, d, J 
= 8. 8Hz) , 7. 05 (2H, s) , 7. 34 (1H, dd, J = 2. OH 
z, 8. 8Hz) , 7. 95 (1H, d, J = 2. OHz) 
FAB-MS (m/e) : 3 8 2 [M + H] + 

mmm 1 1 
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ci 




\, OH 
'N 



2-757-5- (4, 5 -y?Pd- 1H- 1 > 5£V-JP- 2 QV-*)V7 
7 ~)V) -N- (4-;WFP^->^^-f7'/-^-2-^JH ^>X75 

'HNMR (CD 3 OD) 6:4. 60 (2H, s), 6. 79 (1H, d, J 
= 2. 0Hz), 6. 93 (1H, s), 7. 37 (1H, dd, 3 = 2. OH 
z, 8. 8Hz) , 7. 95 (1H, d, 3 = 2. 0Hz) 
FAB-MS (m/e) : 416 [M+H] + 

MfiJ 1 8 



2-7S/-5-->^ □^>g 1 ;^7,;i/7 r n - ( 4 - x h =fr ;w 

X HNMR (CDC 1 3 ) a : 1. 35 (3 H, t, J = 6. 0Hz), 1. 49 
-1. 92 (8H, m) , 3. 29-3. 33 ( 1 H, m) , 4. 34 (2H, 
q, J = 6. 0Hz) , 5. 89 (2H, s), 6. 66 (1H, d, J = 8. 
8Hz) , 7. 38 (1H, dd, 3 = 2. 0, 8. 8Hz) , 7. 58 (1H, 
d, 3 = 2. 0Hz) , 7. 87 (1H, s) 
FAB-MS (m/e) : 3 9 2 [M + H] + 

mtm 9 
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2 -7$ J - 5 - ( 1 lH-fh y'/~-)V- 5 -^ )V-7>)V7t-)V) 

-N- (4-/VT h , P^f;l/-f7l/-^-2- f Jl/) ^>X7S F£>l®§3 

! HNMR (CD 3 OD) 5:4. 0 3 (3H, s) , 4. 6 0 (2H, s) , 
6. 82 (1H, d, J = 8. 8Hz) , 6. 88 ( 1 H, s) , 7. 43 (1 
H, dd, 1 = 2. 4Hz, 8. 8Hz) , 8. 01 (1H, d, J = 2. 4H 
z) 

FAB-MS (m/e) : 3 64 [M+H] + 

mmn o 




2-757-5- (2H- [1, 2, 4] h U 7V-)V~ 5 — { )V-X)U7 7- 
)V> — N— (4-/W FD^y^fJlz-f 7'/-Jl/-2--f Jk) ^>X7_5_jjg) 

MM 

] HNMR (CD3OD) <5 : 4. 6 0 (2H, s) , 6. 8 1 (1H, d, J 
= 8. 8Hz) , 6. 93 (1H, s) , 7. 42 ( 1 H, dd, J = 2. OH 
z, 8. 8Hz) , 7. 90 (1H, s) , 8. 01 (1H, d, J = 2. OH 
z) , 8. 2 7 (1H, b r s) 
FAB-MS (m/e) : 349 [M + H] + 

§Ji£0!)2 1 



.0 
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.OH 



2~7$y-5- (hTUy>-4— nV-7,)V7 r~)V) — N— (4-Mh'D 
4y^^-?7'/-;i/- 2 -- r;|/) ^>X7$ H(DW» : - 

X HNMR (CD 3 OD) 6:4. 57 (1H, s), 6. 91-6. 94 (2 

H, m) , 7. 04 (2H, d, J=4. 8Hz) , 7. 40 (1H, d, J = 

8. 8Hz) , 7. 99 (1H, s) , 8. 23 (2H, d, J=4. 8Hz) 
FAB-MS (m/e) : 3 5 9 [M+H] + 

SBS012 2 



2-7$;-5-(4-^dp-ih-<5 ^V-;i/- 2 — <;i/-^;t/7 7— ;p) 

-N- (4 -A< HD^->^^-^7'/->- 2 -< J^) s<>X7=iF<Dmm 

'HNMR (CD3OD) 6:4. 6 0 (2H, s) , 6. 7 8 ( 1 H, d, J 

= 8. 4Hz) , 6. 93 (1H, s) , 7. 05 ( 1 H, s) , 7. 37 (1 
H, d, J = 8. 4Hz) , 7. 9 7 (1H, s) 
FAB-MS (m/e) : 3 8 2 [M + H] + 

smm 3 



2-757-5- (1H- ( 5.^/-JV-2— j)V-7,)V7T—)V) -N- (4 
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1 HNMR (DMSO-d 6 ) 6:2. 52 (3H, s) , 6. 7 4 (1H, d, 
J = 8. 8Hz), 6. 90 (1H, s ) , 7 . 16 (1H, s ) , 7. 24 (1 
H, d, J = 8. 8Hz) , 8. 13 (2H, s) 
FAB-MS (m/e) : 3 6 0 [M + H] 4 



2-75/- 5 -y^DA^yM;V77-;i/-N- (4-/Vf Ha^y^^V 
-^TV—)V- 2 —PI/) ^>X75 PoaBK 

: HNMR (DMSO-d 6 ) 6:1. 10-1. 30 (6H, brs), 1. 
60-1. 75 (2H, brs), 1. 80-1. 90 (2H, brs), 2. 
90-3. 00 (1H, brs), 4. 47 (2H, s), 5. 20-5. 22 
(1H, brs), 6. 71 ( 1 H, dd, J = 2. 8Hz, 8. 8Hz), 6. 
91 (1H, s) , 7. 24 (1H, d, J = 8. 8Hz) , 7. 93 ( 1 H, 



2-757-5- (fcf'Jv*/- 2-- {)V-7>)V7T—)V) -N- (4-/WFP 

1 HNMR (CD 3 OD) 6:4. 5 7 (2H, s) , 6. 8 0-6. 9 2 (3H, 
m), 7. 08 (1H, dt, J = 5. 0, 7. 6Hz), 7. 42 (1H, d 
d, J = l. 6, 8. 0Hz), 7. 59 (1H, dt, J = 2. 0, 7. 6H 
z) , 8. 01 (1H, d, J = l. 6Hz) , 8. 31 ( 1 H, d, J = 5. 




FAB-MS (m/e) 

mmi2 5 



: 3 6 4 [M + H] + 
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0Hz) 

FAB-MS (m/e) : 3 5 9 [M+H] + 



mm 2 6 




2-TS7-5- (1H- )V- 2— 4)l-Z)V7T~)V) -N- (4 

1 HNMR (CD 3 OD) 5 : 1. 5 6 (6H, s) , 6. 7 4 ( 1 H, d, J = 
8. 8Hz) , 6. 87 (1H, s) , 7. 05 (2H, s) , 7. 33 (1H, 
d, J = 8. 8Hz) ,7.97 ( 1 H, s) 
FAB-MS (m/e) : 3 7 6 [M+H] + 

mmm2 7 



2-75/- 5- (.5-*?)V- [1, 3, 4] ^7y77-;V-2- f^-X 

;W7t-;w) -n- (4-/W Hn^5 1 ;i/-j 1 7i/-;P-2-f;]/) ^>X 
7$ K<PW« 

'HNMR (CDC 1 3 ) 5:2. 66 (3H, s) , 4. 63 (1H, s), 
6. 86 (1H, d, J = 8. 4Hz) , 6. 88 (1H, s) , 7. 51 (1 
H, dd, J = 2. 0Hz, 8. 4Hz) , 8. 09 (1H, d, J = 2. OH 
z) 

FAB-MS (m/e) : 3 8 0 [M+H] + 

mmi2 8 




WO 03/080585 



61 



PCT/JP03/03656 




2-7$/- 5- (5-^JV-lH- [1, 2, 43 hU7V-Jl/-3— 
-X;i/7y-JW) -N- (4-M Fa^y^^-f7y-^-2-f;p) ^ 
>X75. K<PW» 

X HNMR (CD 3 OD) 8:2. 3 6 (3H, s) , 4. 6 0 (2H, s) , 
6. 79 (1H, d, J = 8. 8Hz) , 6. 93 (1H, s) , 7. 40 (1 
H, dd, J = l. 6Hz, 8. 8Hz) , 7. 98 (1H, d, J = l. 6H 

z) 

FAB-MS (m/e) : 3 6 3 [M+H] + 

$mm2 9 




2-757-5- (1H- f$.?*/-)V-2-' f)\s-X)VJT-)V) -N- [4 
- (l-A^fPD^>-i^) -^7 s /-)V-2-' j)V\ ^>X7$PCPW» 
'HNMR (CD 3 OD) 5:1. 50 (3H, d, J = 6. 8Hz) , 4. 8 5 

(1H, q, J = 6. 8Hz), 6. 76 ( 1 H, d, J = 8. 8Hz), 6. 
89 (1H, s) , 7. 05 (1H, s) , 7. 34 ( 1 H, d d, J = l. 5, 
8. 8Hz) , 7. 96 (1H, d, J = l. 5Hz) 
FAB-MS (m/e) : 3 6 2 [M+H] + 

iSieFil 3 0 




2-75 7-5- (1H- f5^A-;P-5~ 0-7^77^^) — N— [4 
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- (i-;wpp^>-i^) -^7i/-;i/-2— av\ ^>X75j^ii 

J HNMR (CD3OD) 5:1. 50 (3H, d, J = 6. 8Hz) , 4. 85 
(1H, q, J = 6. 8Hz) , 6. 76 (1H, d, J = 8. 8Hz) , 6. 
89 (1H, s) , 7. 05 (1H, s) , 7. 34 ( 1 H, dd, J = l. 5, 
8. 8Hz), 7. 96 (1H, d, J = l. 5 H z) 
FAB-MS (m/e) : 3 6 2 [M+H] + 

mtn 3 1 



2-7$y-5-(i -^5^- 1 h— f 5 #v-)V- 5 -- r t-;v) 

— N— (4- hV7)V*U* : ?)V-3-7V-)V-2-' QV) ^>X75KtZ>ff§g 
'HNMR (CD3OD) (5:3. 75 (3H, s) , 6. 75 (1H, d, J = 
8. 8Hz) , 7. 02 (1H, s) , 7. 19 (1H, s) , 7. 29 ( 1 H, 
dd, J = l. 2, 8. 8Hz) , 7. 64 (1H, s) , 7. 95 (1H, d, 
J = 1 . 2Hz) 

FAB-MS (m/e) :40 0 [M+H] + 

m&m 3 2 



2-757-5- 0^2if2k— (4-/WFD 

'HNMR (CD 3 OD) 6:1. 21 (6H, d, J = 6. 8Hz), 3. 14 
-3. 18 (1H, m) , 4. 59 (2H, s) , 6. 76 (1H, d, J = 8. 
4Hz) , 6. 93 (1H, s) , 7. 34 ( 1 H, dd, J = 2. 4, 8. 4 
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Hz) ,7.83 (1H, d, 3=2. 4Hz) 
FAB-MS (m/e) :3 24 [M+H] + 
SB£0J3 3 




2-7S7-5- (4-^-4H- [1, 2, 4] HJ 7V—)V- 3 ->f;i/ 



'HNMR (CD 3 OD) 5:2. 32 (3H, d, J = l. 0Hz) , 3. 7 1 
(3H, s) , 6. 62 (1H, d, J = l. 0Hz) , 6. 78 (1H, d, 
J = 8. 7Hz) , 7. 36 (1H, dd, 3 = 2. 2, 8. 7Hz) , 8. 0 
0 (1H, d, J = 2. 2Hz) , 8. 50 (1H, s) 
FAB-MS (m/e) : 3 4 7 [M+H] + 
mkM 3 4 



2-757-5- (4H- [1, 2, 4] HJ 7 3 — f ;p-7JP:7 7^ 

- N _ ( 4 _^^-^ 7v r^ ;l/ _2-^^) ^>X7SH<OW8g 
'HNMR (CD3OD) 5:2. 28 (3H, d, J = l. 0Hz), 6. 59 
(1H, d, J = l. 0Hz) , 6. 75 (1H, d, J = 8. 6Hz) , 7. 
36 (1H, dd, J = 2. 2, 8. 6Hz) , 7. 97 ( 1 H, d, 3 = 2. 
2Hz), 8. 22 (1H, s) 
FAB-MS (m/e) : 3 3 3 [M + H] + 

mmm 3 5 
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2-7$/- 5- (5-^-lH- [1, 2, 4] h U 7V~)V- 3 — f )V 
-?,)V7T-)V) -N- [4- (l-bFP4->- -^7 s J-)V-2- 

'HNMR (CD 3 OD) (5:1. 50 (3H, d, J = 6. 6Hz) , 2. 3 
7 (3H, s) , 4. 84 (1H, q, J = 6. 6Hz) , 6. 79 (1H, d, 
J = 8. 4Hz) , 6. 89 (1H, s) , 7. 40 (1H, dd, J = 2. 0 
Hz, 8. 4Hz) , 7. 99 (1H, d, J = 2. 0Hz) 
FAB-MS (m/e) : 3 7 7 [M + H] + 

®Ji£0!l 3 6 




HO" 



2- 757-5- (2-bFn^f;|/- 1-^^- 1H- f S^/-JP- 

3- -f;u-x;p7 7-^) -N- (4bFa^->^^;i/-9 1 7V > -;p-2-^ji/) 

J HNMR (CD3OD) <5:3. 7 5 (3H, s) , 4. 5 5 (2H, s) , 4. 
60 (2H, d, J = 0. 8Hz) , 6. 74 (1H, d, J = 8. 7Hz) , 
6. 92 (1H, s) , 6. 99 (1H, s), 7. 27 (1H, dd, J = 2. 
1, 8. 7Hz) , 7. 90 (1H, d, J = 0. 8Hz) 
FAB-MS (m/e) :3 9 2 [M+H] + 
Sljifll 3 7 
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2-75/- 5- (5-^^;V757- [1, 3, 4] ^7V7^~)V- 2 — 1* 
fr-xfryr—M -N- (4-/H h , a^>'/^-f 7^-2-^ Jl/) 
^>X7S PCPW« 

'HNMR (CD 3 OD) 6:2. 90 (3H, s) , 4. 59 (2H, s) , 6. 
84 (1H, d, J = 8.8Hz),6. 93 (1H, s), 7. 46 (1H, 
dd, J = 2. 0, 8. 8Hz) , 8. 05 (1H, d, J = 2. 0Hz) 
FAB-MS (m/e) : 3 9 5 [M + H] + 

wmm 3 8 

NH, 

2 -75/- 5- (5 -*?*?)V75.J- [1, 3, 4] 2-7?7*/—)V-2- 
<1)V-7>)V7t—)V) -N- (4-/VT HD^y^^l/-f7';-JP-2-<Jl/) 
^>X75 




X HNMR (CD3OD) 6:3. 0 5 (6H, s) , 4. 5 9 (2H, s) , 6. 
84 (1H, d, J = 8. 8Hz) , 6. 93 (1H, s) , 7. 46 (1H, 
dd, J = 2. 0, 8. 8Hz) , 8. 05 (1H, d, J = 2. 0Hz) 
FAB-MS (m/e) : 40 9 [M+H] + 

mmwz 9 




2-757-5- (4, 5-^^-4H- [1, 2, 4] h'J 7^-^-3 

zrL!kzZikZz^ik) -n- (4-m FP^y^^-^7'/-;v-2-^ 
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*HNMR (CD3OD) 5:2. 42 (3H, s) , 3. 62 (3H, s) , 4. 

60 (2H, s) , 6. 78 ( 1 H, d, J = 8. 8Hz) , 6. 93 ( 1 H, 

s) , 7. 3 7 (1H, dd, J = 2. 1, 8. 8 Hz) , 7. 9 7 (1H, d, 
J = 2. 1Hz) 

FAB-MS (m/e) : 3 7 7 [M+H] + 




-N- (4-/w HD^^;i/-5 : 7 > /-;i/-2- <2k> ^>xy$ Hosiaa 

X HNMR (CD 3 OD) 5:2. 00 (3H, s) , 4. 60 (2H, s) , 
6. 7 4 (1H, s) , 6. 75 (1H, d, J = 8. 4Hz) , 6. 93 (1 
H, s) , 7. 32 (1H, dd, J = 2. 0Hz, 8. 4Hz), 7. 93 (1 
H, d, J = 2. 0Hz) 
FAB-MS (m/e) : 3 6 2 [M+H] + 

mm 4 1 . 




2-757-5- (5-^J|/-4H- [1, 2, 4] h U 3 — 1 )V 

-7>)V7y—)V) -N- (5-^)V-^7V-)V-2— f;i/) ^>X75 h'O 

MM 

*HNMR (CD3OD) 5:2. 35 (3H, s) , 2. 38 (3H, d, J = 

1. 1Hz) , 6. 77 (1H, d. J = 8. 6Hz) , 7. 09 (1H, d, 

J = l. 1Hz) , 7. 38 (1H, dd, 3 = 2. 0, 8. 6Hz), 7. 9 
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7 (1H, d, J = 2. 0Hz) 
FAB-MS (m/e) : 3 4 7 [M+H] + 
2 




2-7$y-5- (4-^^-4H- [1, 2, 4] Y^T^-)V- )\ 
-7,)V7 7~M — N— (5-Xh^5>^;i/^-;|/-bf»Jv?>-2— fjP) ^> 

X HNMR (CD 3 OD) 6:3. 72 (3H, s) , 3. 92 (3H, s) , 6. 
79 (1H, d, J = 8. 7Hz) , 7. 38 (1H, dd, J = 2. 1, 8. 
7Hz), 7. 96 (1H, d, J = 2. 1Hz), 8. 30-8. 32 (2H, 
m), 8. 51 (1H, s), 8. 91-8. 93 (1H, s) 
FAB-MS (m/e) : 3 8 5 [M+H] + 

mm&\4 3 




2-757-5- (4-^^;U-4H- [1, 2, 4] HJTV—Jl'- 3 — Ql 
-X;i/7 7-^) -N- (4, b-^^)V-^TV-)V-2--()V) ^>X7 

: HNMR (CD3OD) 6:2. 17 (3 H, s), 2. 22 (3H, s), 3. 
5 8 (3H, s) , 6. 7 5 ( 1 H, d, J = 8. 6 Hz) . 7. 2 6 (1H, 
dd, J = 2. 2, 8. 6Hz) , 8. 09 (1H, d, J = 2. 2Hz) 8. 
5 7 (1H, s) 

FAB-MS (m/e) : 3 6 1 [M+H] + 

mm A A 
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2-757-5- (5-^^jl/-4H- [1, 2, 4] Mj 3 — 

-N- [4- rs^v~-j^-2— QV- 

J HNMR (CD 3 OD) 6:2. 38 (3H, s) , 3. 47 (3H, s) , 
4. 10 (2H, s) , 6. 54 (1H, s )' , 6. 78 (1H, d, J = 8. 
8Hz) , 7. 04 (1H, d. J = l. 2Hz) , 7. 13 (1H, d, J = 
1. 2Hz) , 7. 40 (1H, dd, J = 2. 0Hz, 8. 8Hz) , 7. 9 
8 (1H, d, J = 2. 0Hz) 
FAB-MS (m/e) : 4 5 9 [M+H] + 

mmm4 5 




2-7$y-4-7;^Q-5- (4-^-4H- [1, 2, 43 HJ7V 
-Jk- 3— i)V-7.)V7 7-)l) -N- (4-^^-5=-7l/-;i/-2->f;p) 
1>X7§ HOWg 

'HNMR (CD 3 OD) 6:2. 32 (3H, s) , 3. 77 (3H, s), 6. 
56 (1H, d, J = ll. 6Hz), 6. 62 (1H, s) , 8. 13 (1H, 
d, J = 8. 0Hz) ,8.51 (1H, s) 
FAB-MS (m/e) : 3 6 5 [M+H] + 

mmH6 
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m 

] HNMR (CD3OD) 6:2. 47 (3H, s) , 3. 73 (3H, s) , 6. 
78 (1H, d, J = 8. 7Hz) , 7. 01 (1H, d, J = 7. 7Hz) , 
7. 36 (1H, dd, J = 2. 2, 8. 7Hz) , 7. 69 ( 1 H, t, J = 
7. 7Hz) , 7. 94 (1H, d, J = 2. 2Hz) , 7. 96 ( 1 H, d, 
J = 7. 7Hz) , 8. 5 1 (1H, s) 
FAB-MS (m/e) : 34 1 [M+H] + 

mmm 5 6 



2 -757-5 - (5--fV7 a aej|/-4-^^-4H- [1, 2, 4] HJ 
77-;P-3-1'^-7Jl/7 7^) — N— (4-^^JP-^7^-;^-2— f 

'HNMR (CD 3 OD) (5:1. 32 (6H, d, J = 6: 9Hz) , 2. 32 
(3H, s), 3. 09-3. 13 ( 1 H, m) , 3. 65 (3H, s), 6. 
63 (1H, s) , 6. 77 (1H, d, J = 8. 7Hz) , 7. 35 ( 1 H, 
dd, J = 2. 2, 8. 7Hz) , 7. 99 ( 1 H, d, J = 2. 2Hz) 
FAB-MS (m/e) : 3 8 9 [M+H] + 
MM 5 7 



2-7$y-4-7JM-P-5- (5-ter t-^;h4-fflh4H- 
[1, 2, 4] Y*)7^-)l-Z-'i)V-7s)V7T-)\>) -N- (4-^;l/- 





^7^-^-2-^1/) A>X75 IjOWg 
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2-7S;-4-7MD-5- (4, 5-yfflP-4H- [1, 2, 41 h 
^TV-)V-3—OV-7,)VyT-)V) -N- (4-^^-5 1 7l/-;W-2- 

^NMR (CD 3 OD) 6:2. 33 (3H, s) , 2. 43 (3H, s) , 3. 
67 (3H, s) , 6. 54 (1H, d, J = ll. 6Hz) , 6. 62 (1H, 
s) , 8. 11 (1H, d, J = 7. 6Hz) 
FAB-MS (m/e) : 3 7 9 [M+H] + 




2-T5/-5- (4-^^-5-hU7;^a^5 1 ;P-4H- [1, 2, 4] 
h'J7l/-^-3— f;V-^Jl/7 7^W -N- (4-^^;U-5 1 7l/-;i/-2 

*HNMR (CDC 1 3 ). 6 : 2. 16 (3H, s), 3. 68 (3H, s), 
6. 47 (1H, s) , 6. 63 (1H, d, J = 9. 2Hz) , 7. 35 (1 
H, dd, J = l. 2Hz, 9. 2Hz) , 7. 87 (1H, d, J = l. 2H 
z) 

FAB-MS (m/e) : 4 1 5 [M+H] + 

mmm 4 8 



S— a 




2-7$y-5- (2, 5-y^^-2H- [1, 2, 4] h'J7'/-;i/-3 
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zdJkzzZJkZz^M -N- (4-^^;i/-^7 % /-^-2— j)V) ^>X7 

J HNMR (CD3OD) 5:2. 2 5 (3H, s) , 2. 3 3 (3H, s) , 3. 
84 (3H, s) , 6. 64 ( 1 H, s) , 6. 79 (1H, d, J = 8. 8H 
z) , 7. 37 (1H, dd, J = 2. 0, 8. 8Hz) , 8. 00 ( 1 H, d, 
J = 2. 0Hz) 

FAB-MS (m/e) : 36 1 [M+H] + 
MM 4 9 




2-7S/-5- (4-j*^;P-4H- [1, 2, 4] h U 7^/-^- 3 — 

MM 

! HNMR (CD3OD) 5:2. 32 (3H, d, J = 0. 8Hz), 3. 81 
(3H, s) , 6. 62 (1H, s) , 6. 95 ( 1 H, d, J = 8. 9Hz) , 
7. 54 (1H, dd, J = 2. 2, 8. 9Hz) , 8. 26 (1H, d, J = 
2. 2Hz) , 8. 5 7 (1H, s) 
FAB-MS (m/e) : 3 6 3 [M + H] + 

mmi 5 0 




2 -7$/- 5- (2-*5VI/-2H- [1, 2, 4] MJ7»/-;U-3-^;p 

-7;P7 7>;i/) — n— (4-^^-^7 , /-;i/-2-<;p) ^>X7$Ko 
11 

'HNMR (CDC 1 3 ) 5:2. 2 1 (3H, s) , 3. 8 4 (3H, s) , 6. 
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0 1 (2H, br) , 6. 69 (1H, d, J=8. 4Hz) , 7. 43 (1H, 
d, J=8. 4Hz) , 7. 78 ( 1 H, s) , 7. 83 (1H, s) 
FAB-MS (m/e) : 3 4 7 [M + H] + 

m&m 5 1 • 




X)177-)V) -N- U-^)V-^7^/-)V-2-^ )V) ^>X75F(Z)p 

m 

*HNMR (CDC l 8 ) 6:2. 35 (3H, s) , 2. 38 (3H, s) , 
3. 71 (3H, s), 6. 51 (1H, s), 6. 56 (1H, s), 6. 9 
4 (1H, s) , 7. 03 (1H, s) , 7. 93 (1H, s) 
FAB-MS (m/e) : 3 6 0 [M + H] + 

mtm 5 2 




2-7$y-4-7;i/^-P- 5- (4-^^JV-4H- [1, 2, 4] HJX*/ 
)1-7.)17 7-)V) -N- (4-kFn^rS>^9 1 ;l— ?7V-)l- 

>HNMR (CD 3 OD) 6:3. 7 8 (3H, s) , 4. 60 (2H, s) , 6. 

5 8 (1H, d, J H - F =1 1. 4Hz), 6. 93 (1H, s) , 8. 12 (1 
H, d, J h -f=7. 7Hz) , 8'. 5 2 (1H, s) 
FAB-MS (m/e) : 381 [M+H] + 
§mM5 3 
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2-75^-4-^^-5- (4-^^-4H- [1, 2, 4] HJ7l/~ 
)V-Z~i)V-Z)]/7 7-M -N- (4-^^)V-^7"/-)V-2-^)V) ^ 
>X75 K<PW» 

'HNMR (CD 3 OD) 5:2. 3 2 (3H, s) , 2. 34 (3H, s) , 
3. 71 (3H, s) , 6. 63 (1H, s) , 6. 73 (1H, s) , 8. 0 
2 (1H, s) , 8. 4 8 (1H, s) 
FAB-MS (m/e) :36 1 [M+H] + 
®mM5 4 





2-75 7-5- (4-^-4H- [1, 2, 4] MJ 71/-JP- 3 — OV 
-X)l77-)l<) -N- (2-^^-f7 > /-^-4--f;P) ^>X75F® 

X HNMR (CD3OD) 6:2. 65 (3H, s) , 3. 72 (3H, s) , 6. 
77 (1H, d, J = 8. 8Hz) , 7. 36 ( 1 H, dd, J = 2. 0, 8. 
8Hz), 7. 51 (1H, s), 7. 89 (lH. d, J = 2. 0Hz), 8. 
5 2 (1H, s) 

FAB-MS (m/e) : 34 7 [M + H] + 

mm 5 5 




2-75/- 5 - (4-^;V-4H- [1, 2, 4] M) 7\A-;P- 3 — ( )V 
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'HNMR (CD3OD) 6:1. 43 (9H, s) , 2. 3 3 (3H, d, J- 
1. 0Hz) , 3. 83 (3H, s) , 6. 63 ( 1 H, s) , 6. 78 ( 1 H, 
d, J = 8. 7Hz) , 7. 35 (1H, dd, J = 2. 2, 8. 7Hz) , 8. 
0 0 (1H, d, J = 2. 2Hz) 
FAB-MS (m/e) :40 3 [M+H] + 



2-757-5- (5-fc Fa^r->X^;i/- 2 -^^V-2H-tf7';-^- 3 

—ifr-xjisyT-M -N- (4-^^;u-g : -T^-;i/-2— r;i/) ^>X7 

•HNMR (CD3OD) d :2. 32 (3H, s) , 3. 86 (3H, s) , 4. 
61 (2H, s) , 6. 63 (1H, s) , 6. 73 ( 1 H, d, J = 8. 8H 
z) . 7. 18 (1H, d, J = 2. 0, 8. 8Hz) , 7. 58 ( 1 H, s) , 
7.8 1 (1H, d, J = 2. 0Hz) 
FAB-MS (m/e) : 3 7 6 [M+H] + 

m&w 5 9 



2-7$/-5-X?W77^-N- (4-^^-f7'/-^-2--f 

X HNMR (CDC 1 3 ) 5:1. 18 (3H, t, J = 7. 2Hz) , 2. 20 

(3H, s) , 2. 69 (2H, q, J = 7. 2Hz) , 6. 53 (1H, s) , 

6. 67 (1H, d, J = 8. 8Hz) , 7. 34 (1H, dd, J = 2. 4, 
8. 8Hz) , 7. 61 (1H, d, J = 2. 4Hz) 




.OH 
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FAB-MS (m/e) : 2 94 [M+H] + 

m&m 0 




2-7$/- 5- (^7V/n [5, 4-b] \ZV*?>-2-'f)V-W7T—)l') 
-N- (4-^^-^Ty-jW-2— f;W ^>X7$F<PBBg 
'HNMR (CD 3 OD) 6:2. 28 (3H, s) , 6. 61 (1H, s) , 6. 
93 (1H, d, J = 8. 8Hz) . 7. 44 (1H, dd, J=4. 8, 8. 
4Hz) , 7. 53 (1H, dd, J = 2. 4, 8. 8Hz) , 8. 0 7 (1H, 
dd, J = l. 6, 8. 4Hz) , 8. 19 ( 1 H, d, J = 2. 4Hz) , 8. 
3 7 (1H, d d, J = l. 6, .4. 8Hz) 
FAB-MS (m/e) : 4 0 0 [M+H] + 
Sg*£0!|6 1 




2-75 7-5- (4-^^V-4H- [1, 2, 4] h U TV^ikz 3 — 1 2k 
-gJUTT^ik) ~N— (5 -^^-f7'/-^-2 
— fjk) ^>X75 H<OWg 

'HNMR (CD3OD) <5:2. 2 9 (3H, s) , 3. 7 1 (3H, s) , 4. 
66 (2H, s) , 6. 78 ( 1 H, d, J = 8. 8Hz) , 7. 36 (1H, 
dd, J = l. 9, 8. 8Hz) , 8. 00 (1H, d, J = l. 9Hz) , 8. 
5 0 (1H, s) 

FAB-MS (m/e) : 3 7 7 [M+H] + 
»#J6 2 
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2-757-5- (4-^^-4H- [1, 2, 4] hV7V-)V- 3--j )V 

-7.)Vyr~)V) -N- (4-^h^v^^;i—5 1 T^-;i/-2— r;i/) ^>x 

'HNMR (CD 3 OD) 6:3. 40 <3H, s) , 3. 72 (3H, s) , 
4. 46 (2H, s) , 6. 80 ( 1 H, d, J = 8. 8Hz) , 7. 00 (1 
H, s) , 7. 39 (1H, dd, J = 2. 0Hz, 8. 8Hz) , 7. 99 (1 
H, d, J = 2. 0Hz) ,8.51 (1H, s) 
FAB-MS (m/e) : 3 7 7 [M+H] + . 
fi&t*6 3 



2-757-5- (4, 5-i?^^-4H- [1, 2, 4] hU7^-^-3 

--f^-x;i/7 7-^) -N- (2-7^;u-^7^/-;p-4— <2k> ^>X7 

'HNMR (CD3OD) 6:2. 42 (3H, s), 2. 65 (3H, s), 3. 
67 (3H, s) , 6. 53 (1H, d, J = l 1. 2Hz) , 7. 49 (1H, 
s) , 7. 9 9 (1H, d, J = 7. 6Hz) 
FAB-MS (m/e) : 3 7 9 [M+H] + 
MM 6 4 





2-7$y-4-7MD-5- (4-^^-4H- [1, 2, 41 MJ7V 
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-fr- 3 )l- T.)V7 7 -M -N- (2-^7 c ;V-5 1 7'/-Jl'-4-f^) 

! HNMR (CD 3 OD) 6:2. 65 (3H, s) , 3. 77 <3H, s) , 6. 
54 (1H, d, J = l 1. 2Hz), 7. 49 (1H, s), 8. 00 (1H, 
d, J = 8. 0Hz) , 8. 4 9 (1H, s) 
FAB-MS (m/e) : 3 6 5 [M+H] 

m&we 5 



2-757-5- (4-^-4H- [1, 2, 4] h 'J 7*/-)V- 3 — f 
zZJkZZ^ikj -N- (5-/9^- [1, 3, 4] ^7>>7'/-)V-2—i 



'HNMR (CD 3 OD) 5:2. 6 8 <3H, s) , 3. 7 1 (3H, s) , 6. 

80 (1H, d, J = 8. 4Hz), 7. 3 9 ( 1 H, dd, J = 2. 0, 8. 

4Hz) , 8. 06 (1H, d, J = 2. OHz) , 8. 51 (1H, s) 
FAB-MS (m/e) : 3 4 8 [M+H] + 

mmm6 6 



2-757-5- (4— f yypfcf;P-4H- [1, 2, 4] h'J7'/-F3 

zrtikzZikZx^jk) -n- {4-^)V-^7 s J-)V~2-^ )V) ^>X7 
S. F<DMM 

'HNMR (CDC 1 3 ) 5:1. 47 (6H, d, J = 6. 8Hz), 2. 33 
(3H, s) , 4. 62 (1H, sep, J = 6. 8Hz) , 6. 00 (2H, 
br) , 6. 55 (1H, s) , 6. 69 ( 1 H, d, J = 8. 4Hz) , 7. 
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44 (1H, dd, J = l. 6, 8. 4Hz) , 7. 96 (1H, d, J = l. 
6Hz), 8. 26 (1H,' s) 
FAB-MS (m/e) : 3 7 5 [M + HJ + 
«J6«6 7 



2-757-5- (4-tert-yfJl/-4H- [I, 2, 4] HjjrVWk 
-3--fJk-X^7 7-^) -N- {A-^)V-J-T^-)V-2-^ )V) O 
X7S Hg)W» 

J HNMR (CDC 1 ,) (5:1. 74 (9H, s) , 2. 32 (3H. s), 5. 
98 (2H, br) , 6. 53 ( 1 H, s) , 6. 70 ( 1 H, d, J = 8. 8 
Hz) , 7. 48 (1H, d, J = 8. 8Hz) , 7. 94 (1H, s) , 8. 
2 2 (1H, s) 

FAB-MS (m/e) : 3 8 9 [M+H] + 
W&M 6 8 

<fHi o s-A 

^ .A. A J*. ./ 



3 -757- 6 -(1 -75^- 1H- f $M-)V-2-' < )V-7>)V7 T-)V) 

- tf u v>- 2 -^;^>m-^Ty-;i/- 2 — r;i/-75 Kong 

'HNMR (CDC 1 ,) 6:3. 75 (3H, s) , 5. 94 (2 H, br. s), 
6. 95-7. 05 (3H, m), 7. 21 (1H, br. s), 7. 28 (1 
H, br. s) , 7. 51 (1H, d, J = 3. 9Hz) 
FAB-MS (m/e) :3 3 3 [M+H] + 
6 9 





WO 03/080585 PCT/JP03/03656 

79 




-t?uy>-2-j5j;i/^>K- (4-^^;i/-^7\/-;i/-2-<;i/) -75 p 

1 HNMR (CDC 1 ,) 5:2. 3 9 (3H, s) , 3. 7 3 (3H, s) , 5. 
93 (2H, br. s) , 6. 56 (1H, s) , 6. 91-7. 00 (2H, 
m), 7. 16 (1H, br. s), 7. 24 (1H, br. s) 
FAB-MS (m/e) : 34 7 [M+HJ + 
0 




2-7sy-5-^->7^-H-N- (4-^g l ;v—5 1 7v r -;v— 2— f;iQ ^ 

'HNMR (CD 3 OD) 6:2. 32 (3 H, s) , 6. 63 (1H, s), 6. 
87 (1H, d, J = 8. 8Hz), 7. 47 (1H, dd, J=2. 0, 8. 
8Hz) , 8. 08 (1H, d, J = 2. 0Hz) 
FAB-MS (m/e) : 291 [M+H] + 

mm 7 1 




2 -7$ y-5-Hj 7Ma^fM;P77^-N- (4 -*9-)V-9-7\r 



'HNMR (CD C 1 3 ) 6:2. 06 (3H, s) , 6. 58 (1H, s) , 7. 
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54 (1H, t, J = 8. 0Hz) , 7. 86 (1H, d, J = 8. 0Hz) , 
7. 99 (1H, d, J = 8. 0Hz) , 8. 20 (1H, s) 
FAB-MS (m/e) : 3 1 9 [M + H] + 
ISM 7 2 




2-757-5 - (2-^ 7x^;P7,;P7 7-;U) -N- (4-^9MP 

'HNMR (CDC 1 ,) 6:2. 2 6-2. 3 3 (3H, m) , 3. 9 0 (3H, 
s) , 5. 94 (1H, br), 6. 52 (1H, d, J = l. 0Hz), 6. 
7 2- 6. 8 6 (4.H, m), 7. 09-7. 15 ( 1 H, m) , 7. 41 (1 
H, d d , J = 2. 0, 8. 5Hz), 7. 69 (1H, s) 
FAB-MS (m/e) : 3 7 2 [M+H] + 
ffiB£#J7 3 




2-7Sy-4-7J^D-5- (4-^JV-4H- [1, 2, 4] MJJV 
3 -f^-XJl^7 7^) — N— (4-xh^^M-;p-5 1 7';-ii- 
- 2 ->f ;P) ^>X75 K<PM« 

'HNMR (DMSO-d 6 ) 6:1. 31 (3H, t, J = 7. 0Hz) , 3. 
64 (3H, s) , 4. 29 (2H, q, 3 = 7. 0Hz) , 6. 65 (1H, 
d, J h -f=1 1. 6Hz), 7. 29 (2H, brs), 8. 09 (1H, s), 
8. 34 (1H, s), 8. 57 (1H, s) 
FAB-MS (m/e) :42 3 [M + H] 
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mm* 7 4 




2-7$;-4-7;^P-5- (4-^^Jl/-4H- [1, 2, 4] MJTV 

-;i/-3— f;v-7>ji/7 73i;i/) -n- (4-^;v^->;i/-^7\/-;p-2- 

1 HNMR (CDC 1 3 ) 6:3. 8 1) 3 H, s) , 6. 6 2 ( 1 H, d, J H 
_ P =11. 0Hz) , 8. 00 (1H, s) , 8. 21 (1H, d, J H - F =4. 
8Hz), 8. 5 7 (1H, s) 
FAB-MS (m/e) : 3 9 5 [M+H] 
5 



2-7sy-5-(i - 1 h — f 5 £V-;i/- 2 — r r 

-N- (4-^fil/-f7'/-;i/-2-<Jl/) ^>X7^HOPM 

'HNMR (CDC 1 3 ) 6:3. 45 (3H, s) , 3. 70 (3H, s) , 4. 

47 (2H, s) , 5. 8 2- 5. 8 6 (2H, b r s) , 6. 64 (1H, d, 

J = 8. 8Hz), 6. 87 (1H, s), 6. 96 (1H, s) , 7. 06 (1 

H, s) , 7. 37 (1H, dd, J = l. 6Hz, 8. 8Hz), 7. 88 (1 

H, d, J = l. 6Hz) 

FAB-MS (m/e) : 3 7 6 [M+H] + 

mmm 7 6 
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2-75 7-5- (4-*5PJU- 4H- [1, 2, 4] h 'J 7V-)V- 3 — 1)1 
-XJI/7 7-JP) -N-^T'/P [5, 4-b] HUi^>-2— <;i/-^>X7 

'HNMR (DMSO-d 6 ) 6:3. 59 (3H, s) , 6. 80 (1H, d, 
J = 8. 8Hz) , 7. 30 (1H, d, J = 8. 8Hz), 7. 47 (1H, 
br) , 8. 07 (1H, br) , 8. 16 (1H, s) , 8. 44 (1H, d, 
J = 4. 8Hz) , 8. 5 7 (1H, s) 
FAB-MS (m/e) : 3 8 4 [M+H] + 



[5, 4-b] bf U v ? >— 2 —<;!/— ^\>X75 KOpgS 
1 HNMR (CD 3 OD) 6:6. 79 (1H, d, J = 8. 8Hz) , 7. 07 

(1H, br) , 7. 24 (1H, br) , 7. 32 ( 1 H, dd, J = 2. 0, 
8. 8Hz) , 7. 49 (1H, dt, J = 4. 8, 8. 0Hz), 8. 02 (1 
H, d, J = 2. 0Hz) , 8. 10 (1H, d, J = 8. 0Hz) , 8. 43 

(1H, d, J=4. 8Hz) 
FAB-MS (m/e) :3 8 3 [M+H] + 

mmw7 8 
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2-7$7-4-7;iofa- 5- (4-^;l/-4H- [1, 2, 4] HJ7l/ 
-^-3--f;P-^JV7 7^) -N-^7Vp [5, 4-b] 

X HNMR (DMSO-d 6 ) 6:3. 62 (3H, s) , 6. 64 (1H, d, 
J = 12. 0Hz) , 7. 47 (1H, br) , 8. 05 (1H, br) , 8. 
33 (1H, d, J = 8. 7Hz) , 8. 44 (1H, br) , 8. 55 (1H, 
s) 

FAB-MS (m/e) :4 0 2 [M+H] + 

mmw 7 9 




2-757-5- (4, 5-^^-4H- [1, 2, 4] HJ7l/-;i/-3 
-^)]s-7s)V7 7-)V) -N- (4-^ b*~s*?-)V-3 L 7^-)V-2-' ( )V) 

'HNMR (CD 3 OD) 6:2. 4 1 (3H, s) , 3. 3 9 (3H, s) , 
3. 61 (3H. s) , 4. 45 (2H, s) , 6. 77 (1H, d, J = 8. 
8Hz) . 6. 98 (1H, s) , 7. 36 ( 1 H, dd, J = 2. 4Hz, 8. 
8Hz), 7. 97 (1H, d, J = 2. 4Hz) 
FAB-MS (m/e) : 391 [M + H] + 

81560*8 0 




2-75y-4-7;U^a-5- (4, 5-y^-4H- [1, 2, 4] h 

U7V-;i/-3— f;i/-x;P7yn;i/) -n- (4-^h^>/?j|/-?7 ) /- 

;i/-2— <JU) ^>X75H<PB8g 
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'HNMR (DMSO-d 6 ) 6:3. 14 (3H, s) , 3. 60 (3H, 
s) , 4. 38 (2H, s) , 6. 61 (1H, d, J = 12Hz) , 7. 06 
(1H, s) , 7. 18-7. 30 (2H, brs), 8. 24 (1H, d, J 
= 8. 0Hz) , 8. 5 4 (1H, s) 
FAB-MS (m/e) : 3 9 5 [M+Hj + 

mmms 1 




2-7S/-4-7^ta-5- (1 ~^)V- 1 f 2-<1)V 
-7>)V7 7-)V) -N- (4-^h^^^-^7V~)V-2—iM ^>X 

1 HNMR (CDC 1 3 ) (5:3. 42 (3H, s) , 3. 76 (3H, s) , 
4. 44 (2H, s) , 6. 08-6. 18 (2H, brs) , 6. 35 (1H, 
d, J = 1 0 . 4Hz) , 6. 84 (1H, s) , 6. 93 ( 1 H, s) , 7. 
02 (1H, s) , 8. 05 (1H, d, J = 7. 6Hz) 
FAB-MS (m/e) : 3 94 [M+H] + 

m&ms 2 




2-75y-4-7)^n-5- (4, 5-^^-4H- [1, 2, 4] S 
U7 v /-;P-3-<;i/-^^7yn;P) — N— (4-* h3ri/*^;i/-?-7V- 

'HNMR (CDC 1 3 ) 6:2. 40 (3H, s) , 3. 40 (3H, s), 3. 
59 (3H, s), 4. 41 (2H, s), 6. 20-6. 28 (2H, brs), 
6. 30 (1H, d, J = 10. 8Hz) , 6. 80 (1H, s), 8. 10 (1 
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H, d, J = 7. 6Hz) 

FAB-MS (m/e) : 40 9 [M+H] + 

mmm 8 3 




2-757-5- &7*/-)V-2-'()V-X)V7t-)V) -N- 

: HNMR (CDC1 3 ) 6:3. 43 (3H. s) , 4. 45 (2H, s) , 
6. 24-6. 3 0 (2H, brs), 6. 51 (1H, d, J = 10. 8Hz) , 
6. 88 (1H, s) , 7. 19 (1H, d, J = 2. 0Hz) , 7. 65 (1 
H, d, J = 2. 0Hz) , 7. 92 ( 1 H, d, J = 6. 8Hz) 
FAB-MS (m/e) : 3 9 7 [M+H] + 

mm 8 4 




2-75/- 5- &7 x /-)V-2-<01'-X)l'7Y-M -N-^7l/o [5, 
4-b] t?Uy>-2->f;i/-^>X75Hg)g|g 

1 HNMR (CD3OD) 6:6. 92 (1H, d, J = 8. 4Hz) , 7. 40 
(1H, d, J = 3. 6Hz) , 7. 4 5-7. 49 (1H, m) , 7. 53 (1 

H, d, J = 8. 4Hz), 7. 63 ( 1 H, d, J = 3. 6Hz), 8. 08 
(1H, d, J = 8. 0Hz) , 8. 22 (1H, s) , 8. 43 (1H, d, 

J=4. 8Hz) 

FAB-MS (m/e) :3 8 6 [M+H] + 
m&M8 5 
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2-X5/-5- (2-^h^>-5-^-7xy^» — N— (4-*h 

5-7;M-P-2-xhD-£,&§#7. 84g (4 2."4mmol) Clft 
*^V>mm (100ml) \Z, ftftT, 3fft©N, N-^/WWl'AJS H 
Rtf**1?V)V?7U7'( K4. 07ml (46. 6 mm o 1 ) SSfTU ^Tif& 

2 -75/^71/-^ 5. 80g (50. 8mmo 1) ©Ij^f U>Si (5 
0ml) (ChUx^75>7. 0 0ml (5 0. 8mmol) %il\Z.tc&. tK 
£{C#Snfc$^0 7< H©«fl5^^U>«F« (3 0ml) SSTFU J* 
T^miSI^lfiT-»Lfc. KJiS*fclN-tt»zlc»**»JinU £ 

2 o g (jr^ : 6 0%) *$m&m&tLTmc a 

f#e.nfc75 K#2 0 Omg (0. 7 1mmol) ©N, N-S^^afc/W* 
75 H»tt (1 0ml) fc&*;frU£A9 8 2mg (7. 1 lmmo 1) 

h+->- 5 - ^ Wiy-^Q 8 2mg (7. llmmol) SrjjQ*., R 

j&tt&i o ogTi2^r«ufc. fuMK^iEiei, »6nfc»a£*^u 

*y;W7A^DYh^77>f- (^>:SSxfJVX7f)P=2 : 1) 
«kD«f«U XhP#2 7 8mg OR* : 9 8%) ^ifiifttlTffc. 
f^nfcxho#2 4 7mg (0. 6 2mmol) HV/n/V-^ (5m 
1) REtt&^fc7>^x£A#»tt (0. 5m l) ©ffi*H;:*M»2. 0g£i0 
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y->:fflt3L : ?)l3LZT)V=2 : 1) fc«fcD»«U %Mfc&®l 9 lmg (JR 
^: 8 4%) ^^fil#itT#fc. 

1 HNMR (CDC 1 3 ) «5:2. 24 (3H, s) , 2. 32 (3H, s) , 3. 
84 (3H, s) , 5. 46 (1H, b r) , 6. 52 ( 1 H, d, J = l. 0 
Hz) , 6. 66 (1H, s) , 6. 74 ( 1 H, d, J = 8. 9Hz) , 6. 
88 (2H, s) , 7. 06 (1H, dd, J = 2. 6, 8. 9Hz) , 7. 1 
1 (1H, d, J = 2. 6Hz) 
ESI-MS (m/e) : 3 7 0 [M+H] + 

±mmmms 3 tmm\zvT, sums 47bmmmi 1 7©^^*s#fc. 

SSB&0I8 6 




2 -75 7 - 5 -7jl/*zs--N-?-T'/-)V- 2 — f;U-^>X75 HOWSg 
'HNMR (CDC1 3 ) <5:5. 53 (2H, br) , 6. 76 (1H, d, J 
= 8. 9Hz), 6. 83-6. 87 (3H, m), 7. 01 (1H, t, J = 
7. 3Hz), 7. 08 (1H, d d, J = 2. 3, 8. 9Hz), 7. 25- 
7. 29 (3H, m), 7. 32 (1H, d, J = 2. 3Hz), 11. 61 (1 
H, b r) 

FAB-MS (m/e) : 312 [M+H] + 

&&m 8 7 




2-757-5- (4-7 > a^-7xy^'» -N-^7V-)l-2--i)V-^ 
l HNMR (CD C 1 3 ) 6:5. 60 (2H, br), 6. 75-6. 82 (3 
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H, m) , 6. 96 (1H, d, J = 2. 6Hz) , 7. 06 (1H, dd, J 
= 2. 6, 8. 3 Hz) , 7. 3 7-7. 8 4 (4H, m) 
FAB-MS (m/e) : 3 9 2 [M+H] + 



2-757-5 -7i;^>-N- (4 -fc jjPjbjojgjj/^Tj/rjkz 2 ~ 
12k) ^>X75 E(PW« 

X HNMR (CDC 1 3 ) <5 : 4. 38 (2H, d, J = 5. 2Hz), 5. 14. 

(1H, t, J = 5. 2Hz) , 5. 53 (2H, br) , 6. 76 (.1 H, d, 
J = 8. 9Hz) , 6. 8 3-6. 8 7 (2H, m) , 7. 01 ( 1 H, t, J 
= 7. 3Hz) , 7. 08 (1H, dd, J = 2. 3, 8. 9Hz), 7. 25 
-7. 29 (3H, m) , 7. 32 ( 1 H, d, J = 2. 3Hz) , 11. 61 

(1H, br) 

FAB-MS (m/e) : 3 4 2 [M+H] + 
9 



2-7$y-5- (lf'Jy>-4-^Jl/-^^) ~N- (4-^^-?7'7 
-;i/-2-<;i/) ^>X75 HCPiig 

*HNMR (CD 3 OD) 5:2. 32 (3H, d. J = l. 0Hz) , 6. 44 
(1H, s) , 6. 55 (2H, d, J = 7. 6Hz) , 6. 92 (1H, d, 
J = 8. 9Hz) , 7. 38 (1H, dd, J = 2. 7, 8. 9Hz) , 7. 8 
7 (1H, d, J = 2. 7Hz) , 8. 03 (1H, d, J = 7. 6Hz) 
FAB-MS (m/e) : 3 2 7 [M+H] + 
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WtM 9 0 




2-757-5- (2-^^;U-tfU> ? >- 5 --j -N- (4-* 
?)V-?T x /-)l'- 2 —i)V) ^>X7S HOWg 

X HNMR (CD 3 OD) (5:2. 2 9 (3H, d, J = l. 0Hz) ,2.47 
(3H, s) , 6. 62 (1H, d, J = l. 0Hz) , 6. 85 ( 1 H, d, 

J = 8. 9Hz), 7. 04 (1H, dd, 1 = 2. 7, 8. 9Hz), 7. 2 

1-7. 28 (2H, m) , 7. 48 (1H, d, J = 2. 7Hz) , 8. 10 
(1H, d, J = 2. 6Hz) 

FAB-MS (m/e) : 34 1 [M+H] + 

tmm 1 



2-7S7-5- (3-^^-7x/^» -N- (4 -*5P;i/-5P7\/-^ 
-2— f;i/) ^>X7$Hg>Wg 

*HNMR (CDC 1 3 ) 6:2. 3 2 (6H, s) , 6. 5 3 (3H, d, J = 
1. 0Hz) , 6. 71-6. 77 (3H, m) , 6. 86-6. 89 (1H, 
m) , 7. 08 (1H, dd, 3 = 2. 7, 8. 9Hz) , 7. 16-7. 21 
(2H, m) 

FAB-MS (m/e) : 340 [M+H] + 
H£f!9 2 
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2-7S;-5-7i;^>-N- {4- [2- (3, 5-^^-^/- 

J HNMR (CDC 1 8 ) <5 : 1 . 9 9 (3H, s) , 2. 2 2 (3H, s) , 3. 
09 (2H, m) , 4. 21 (2H, m), 5. 70 (1H, s), 6. 43 (1 
H, s) , 6. 76 (1H, d, J = 9. 0Hz) , 6. 92 ( 1 H, br. d, 
J = 7. 5Hz)., 7. 08 (2H, m), 7. 22 (1H, br. s), 7. 
25-7. 38 (2H, m) 
FAB-MS (m/e) : 43 4 [M+H] + 
Mt&M9 3 




2-757-5- (4-7Mn-7i;^» -N- (4-^fJ|/-f 7'/" 

'HNMR (CDC 1 ,) 6:2. 14 (3H, s), 5. 53 (2H, s) , 6. 
51 (1H, s) . 6. 75 (1H, d, J = 9. 2 Hz) , 6. 78-6. 8 
3 (2H, m) , 6. 9 3-6. 9 7 (2H, m) . 7. 0 3- 7. 0 6 (2H, 
m) 

FAB-MS (m/e) : 3 44 [M+H] + 
MmM9 4' 




2-757-3, 5-y7i;^-» -N- (4 2 --f 
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X HNMR (CDC 1 8 ) 5:2. 31 (3H, d, J = 0. 9Hz), 6. 53 
(1H, d, J = 0. 9Hz) , 6. 76 ( 1 H, d, J = 2. 4Hz) , 6. 
88 (2H, dd, J = l. 0, 7. 7Hz) , 6. 91-7. 38 (9H, m) 
FAB-MS (m/e) : 418 [M+H] + 



2-757-5- (2-^h^>-7i;^» — N— U-*?)V-?7V- 
)l- 2-<t)V) ^>X75 KCPSMB 

1 HNMR (CDC 1 3 ) 5:2. 2 5-2. 2 7 (3H, m) , 3. 8 6 (3H, 
s) , 6. 51 (1H, s) , 6. 73 ( 1 H, d, J = 9. 2Hz) , 6. 8 
0-6. 90 (2H, m) , 7. 04-7. 10 (4H, m) 
FAB-MS (m/e) : 3 5 6 [M + H] + 

mm\ 9 6 



2-757-5- (2-h^D^>-7i^-» -N- U-^)V-^7V 
-)V-2— <j)V) ^>X75Pg>atg 

'.HNMR (CDC 1 3 ) 6: 2. 2 7 (3H, s) , 5. 5 3 (1H, b r) , 
6. 52 (1H, s) , 6. 18-6. 21 (3H, m) , 6. 94-7. 06 
(3H, m) , 7. 1 4 (1H, s) 
FAB-MS (m/e) : 3 4 2 [M+H] + 

mmi9 7 
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2-757-5- (2, 4-y7MD-7i/^» -N- U-^)V-^ 

'HNMR (CDC 1 3 ) 6:2. 15 (3H, s) , 5. 5 1 (1H, br), 
6. 51 (1H, d, J = l. 0Hz) , 6. 71-6. 93 (4H, m) , 7. 
0 0-7. 0 9 (2H, m) 
FAB-MS (m/e) : 3 6 2 [M + H] + 
M0O9 8 




2-757-5- (2-bKP^>^Jl/-7x/^'» — N— {A-^)V- 

1 HNMR (xCDCl 3 ) 5:2. 20 (3H, d, J = l. 0Hz) , 4. 7 
3 (2H, s) , 6. 49 (1H, d, J = l. 0Hz) , 6. 67 (1H, d 
d, J = l. 1, 8. 1Hz) , 6. 72 (1H, d, J = 8 . 9Hz) , 7. 
01-7. 16 (3H, m) , 7. 10 ( 1 H, d, J = 2. 6Hz) , 7. 3 
9 (1H, dd, J = l. 6, 7. 5Hz) 
FAB-MS (m/e) : 3 5 6 [M+H] + 

m&m 9 




2-757-5- (2-7t^J|/-7x;^y) -N~ J|/-f 7'/- 
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] HNMR (CDC 1 3 ) 5:2. 16 (3H, s) , 2. 6 1 (3H, s) , 5. 
63 (2H, brs) , 6. 50) 1H, s) , 6. 72 (1H, d, J = 8. 
4Hz) , 6. 78 (1H, cL J = 8. 4Hz) , 7. 04-7. 11 (2H, 
m) , 7. 20 (1H, s) > 7. 2 7-7. 3 7 (1H, m) , 7. 79 (1 
H, dd, J = 7. 7, 1. 8Hz) 
FAB-MS (m/e) :3 6 8 [M+H] 

wmm 1 0 0 



2-757-5- [2- (l-bh'D^y-X^) -7i;^'>] -N- (4 

-^5 i ;u-5 L Ti/-;i/-2— ^>X7$ powaa 

*HNMR (CDC 1 3 ) <5:1. 56 (3H, d, J = 6. 6Hz) , 2. 27 
(3H, s) > 4. 59 (2H, brs) > 5. 2 1 (1H, q, J = 6. 6H 
z) , 6. 52 (1H, s) , 6. 71 (1H, d, J = 8. 6Hz) . 6. 7 
5 (1H, d, J = 8. 6Hz) , 7. 04-7. 11 (2H, m) , 7. 14 
-7. 18 (lH.m) , 7. 21 (1H> d, J = 2. 9Hz), 7. 50 (1 
H, d, J = 7. 3Hz) 
FAB-MS (m/e) :3 7 0 [M + H] 

m&m 101 



2-757-5- (2-jjM^>-7x;^^) -N- (4-^^)^-^TV 

a HNMR (DMSO-d 6 ) (5:2. 25 (3H, s), 6. 73 (1H, s), 
6. 81 (1H, d, J = 8. 9Hz) , 6. 82 ( 1 H, d, J = 7. 6Hz), 
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7. 00 (1H, dd, J=2. 6, 8. 9Hz) , 7. 07-7. 12 (1H, 
m) , 7. 3 9-7. 4 2 (1H, m) , 7. 62 (1H, d, J = 2. 6Hz) , 
7.7 1 (1H, d, 1 = 7. 6Hz) 
FAB-MS (m/e) : 3 7 0 [M+H] + 

m&m 0 2 



2-7$/- 5- (2, 6-^h^>-7x/^-» -N- (4-*5\fr-^ 
7 2 — f )V) ^ >X7 5 H <0 Wg 

X HNMR (CDC 1 8 ) 5:2. 33 (3H, d, J = l. 1Hz) , 3. 80 
(6H, s) , 6. 52 (1H, d, J = l. 0Hz), 6. 65-6. 71 (3 
H, m), 6. 98-7. 0 2 (2H, m) , 7. 11-7. 18 (1H, m) 
FAB-MS (m/e) : 3 8 6 [M+H] + 

mmm i o 3 



2-7S/-5- (2, 6-ybFn^>-7x/^» -N- U~^)V- 

'HNMR (CDC 1 8 ) 5:2. 30 (3H, s) , 6. 47-6. 50 ( 1 H, 
m) , 6. 49 (1H, s), 6. 54-6. 58 (3H, m) , 6. 94-7. 
0 3 (2H, m) 

FAB-MS (m/e) : 3 5 8 [M+H] + 

mtm 1 0 4 
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7V-)V- 2-A)\d ^>X75 K<Z)g3gg 

J HNMR (CD C 1 3 ) 6:2. 26 (3 H, d, J = l. 0Hz), 2. 46 
(3H, s) , 6. 51 (1H, d, J = l. 0Hz) , 6. 74 ( 1 H, d, 
J = 9. 4Hz) , 6. 75 (1H, d, J = 9. 2Hz) , 7. 05-7. 1 
1 (4H, m) , 7. 2 3-7. 2 6 (1H, m) 
FAB-MS (m/e) : 3 7 2 [M + H] + 

mmm 1 o 5 



'HNMR (CDC 1 3 ) 5:3. 34 (3H, s) , 4. 2 4 (2H, s) , 

5. 5 0- 5. 7 0 (2H, brs) , 6. 75 ( 1 H, d, J = 8. 4Hz) , 

6. 84 (2 H, d, J = 7. 6Hz), 7. 01 (1H, t, J = 7. 6Hz), 

7. 06-7. 09 (2H. m) , 7. 25 (2H, t, J = 7. 6Hz), 1 
0. 4-10. 5 (1H, brs) 

FAB-MS (m/e) : 3 5 6 [M+H] + 

mm i o 6 




v-N- (4-^ h^'>^^-^T\/-Jl/-2— f 




2-75y-5-7iy^>-N-5 1 77o [5, 4~b] bfUv>-2— 
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'HNMR (CDC 1 3 ) 6 : 6. 79 (1H, d, J = 8. 8Hz) , 6. 83 
(2H, d, J = 8. 8Hz) , 7. 04 (1H, t, J = 8. 8Hz) , 7. 
10 (1H, dd, J = 2. 4, 8. 8Hz) , 7. 2 6-7. 3 0 (3H, m) , 

7. 31 (1H, dt, J = 4. 8, 8. 0Hz) , 7. 76 ( 1 H, d, J = 

8. 0Hz) , 8. 49 (1H, d, J=4. 8Hz) 
FAB-MS (m/e) : 3 6 3 [M+H] + 

m&m 107 




2-7$;-5-7i7^->-N- [4- (l-^-lH-f$^- 
2-^)V-7,)Vy7~)V^)V) -^7V—)V-2-^)V\ ^>X75KCPW« 

l HNMR (CDC 1 3 ) (5:3. 40 (3H, s) , 4. 15 (2H, s), 
6. 55 (1H, s) , 6. 75 (1H, d, J = 8. 8Hz) , 6. 87 (1 
H, s), 6. 91 (2H, d, J = 7. 2Hz), 7. 03-7. 11 (3H, 
m) , 7. 25 (1H, dd, J = 2. 8Hz, 8. 8Hz) , 7. 30 (2H, 
t, J = 7. 2Hz) 

FAB-MS (m/e) : 4 3 8 [M+H] + 

mm 108 




2 -75/- 5 - (4-7MP - 2 - / h^-7x/^-» -N- (4-* 
3 L )V-3-7V-)V-2—()l) ^>X75 KOpfgg 

'HNMR (CDC 1 8 ) 5:2. 31 (3H, d, J = l. 0Hz), 3. 84 
(3H, s) , 6. 53 (1H, d, J = 1. 0Hz), 6. 56-6. 63 (1 
H, m) , 6. 73 (1H, d, J = 8. 8Hz) , 6. 74 (1H, d, J = 
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10. 0Hz), 6. 84 (1H, dd, J = 5. 7, 8. 8Hz), 7. 03 
(1H, dd, J = 2. 6, 8. 8Hz) , 7. 06 ( 1 H, d, J = 2. 6H 

z) 

FAB-MS (m/e) : 3 7 4 [M+H] + 
3SiS0!l 1 0 9 




2-7$;-3-7iy^/-5- (2-^?J^JV77-iP-7i/^y) - 
N- U-^)V-^-7V-)V- 2-^)1) ^>X7$H<Og|g 
'HNMR (CDC1 3 ) (5:2. 27 (3H, s), 2. 43 (3H, s), 6. 
53 (1H, s) , 6. 7 2-6. 7 5 (1H, m) , 6. 77 (1H, d, J 
= 2. 5Hz) , 6. 90 (1H, d, J = 2. 5Hz) , 7. 03-7. 07 
(4H, m) , 7. 11-7. 23 (2H, m), 7. 33-7. 38 (2H, 
m) 

FAB-MS (m/e) : 464 [M + H] + 

mmm 1 1 o 




2-7S/-5- (2-N, N-y^^7$;^^l/-7x;^y) -N- (4 

'HNMR (CD3OD) 6:2. 30 (3H, s), 2. 56 (6H, s), 3. 
97 (2H, s) , 6. 63 ( 1 H, s) , 6. 7 9-6. 8 8 (2H, m) , 
7. 02-7. 11 (2H, m) , 7. 26-7. 32 ( 1 H, m) , 7. 43 
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(1H, d, J = 7. 5Hz) , 7. 48 ( 1 H, s) 
FAB-MS (m/e) : 3 8 3 [M+H] + 

m&m i i i 




2-7S;-5-7i/^'>-N- [4- (4-^^-4H- [1, 2, 4] 

hU7v/~;p-2— f^-x^r^f^) -^7y-;w-2--f;u] ^> 

X7$ HCPW« 

'HNMR (CDC 1 3 ) 6:3. 45 (3H, s) , 4. 39 (2H, s), 

5. 50-5. 70 (2H, brs), 6. 76 (1H, d, J = 8. 8Hz), 

6. 82 (1H, s) , 6. 92 (2H, d, J = 7. 6Hz) , 7. 06-7. 
11 (2H, m) , 7. 20 (1H, d, J = 2. 4Hz) , 7. 31 (2H, 
t, J = 7. 6Hz) , 8. 09 (1H, s), 9. 7 0-9. 9 0 (1H, b 
r s) 

FAB-MS (m/e) : 43 9 [M + H] ¥ + 

wkm 1 1 2 



2-7$y- 5- (4-7;^a-2-^.5 1 ;i/x;U77-ji/-7xy4 i -» -n 

*HNMR (CDC 1 3 ) 5:2. 18-2. 23 (3H, m) , 2. 42 (3H, 
s) , 6. 51 (1H, d, J = 0. 9Hz), 6. 68-6. 77 (3H.ni), 
6. 8 4-6. 9 3 (1H, m) , 7. 04 (1H, dd, J = 2. 2, 8. 6 
Hz) ,7.10 (1H, d, J = 2. 2Hz) 
FAB-MS (m/e) : 3 9 0 [M + H] + 
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mmm 1 1 3 




2-75/- 5- (4-7MP-2-^^J^^7x;^» -N- 
(4-^f^-^7'/-JP-2--fJP) ^>X75 

1 HNMR (CDC 1 3 ) 6:2. 18 (3H, s) , 3. 27 (3H, s), 5. 
69 (1H, br) , 6. 50 (1H, s) , 6. 75 (1H, d, J = 8. 9 
Hz) , 6. 81 (1H, dd, J = 4. 0, 8. 9Hz) , 7. 06 (1H, 
dd, J = 2. 4, 8. 9Hz) , 7. .13-7. 22 (1H, m) , 7. 31 
(1H, d, J = 2. 4Hz) , 7. 73 (1H, dd, J = 3. 0, 7. 3H 
z) 

FAB-MS (m/e) : 42 2 [M+H] + 

mmi 1 1 4 



2-757-5- (4-7;i/^-g-2-^5 1 Ji/7,;i/7-Y^i;i/-7xy^-» -n 

'HNMR (CDC 1 3 ) <5:2. 28-2. 34 (3H, m) , 2. 67 (3H, 
s) , 6. 54 (1H, s) , 6. 68-6. 80 (2H, m) , 7. 01-7. 
09 (2H, m) , 7. 28 (1H, d, J = 2. 7Hz) , 7. 63-7. 7 
0 (1H, m) 

FAB-MS (m/e) :4 06 [M+H] + 
ft&ftl 1 l 5 
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H 

NH 2 



2-757-5- (2-^fMM-Jl/-7i;^y) -N- (2-*?)V- 

'HNMR (CDC 1 3 ) 6:2. 62 (3H, s), 3. 33 (3H, sK 5. 
60 (2H, brs) » 6. 77 (1H, d, J = 8, 8Hz) ,6. 8 5 (1 
H, d, J = 8. 1Hz) > 7. 09 (1H, dd, J = 8. 8, 2. 6Hz) , 
7. 20 (1H, dd, J = 7. 7, 7. 7Hz) > 7. 31 (1H, d, J = 
2. 6Hz) , 7. 50 (1H, ddd, J = 8. 1. 7. 7, 1. 6Hz) , 
7. 53 (1H, s) , 8. 05 ( 1 H, dd, J = 7. 7, 1. 6Hz) , 8. 
8 6 (1H, brs) 

FAB-MS (m/e) :4 04 [M + H] + 
Si&tt 1 1 6 



2-757-5- (2-*^)\>7,)V7j-)V-yx./3rzs) -N- (2-^)1 

'HNMR (CDC 1 3 ) (5:2. 64 (3H, s) , 2. 90 (3H, s) , 5. 
57 (2H, brs), 6. 71 (1H, d, J = 8, 1Hz), 6. 76 (1 
H, d, J = 8. 8Hz) , 7. 02 (1H, dd, J = 8. 8, 2. 6Hz) , 
7. 24 (1H, d, J=2. 6Hz) , 7. 29 (1H, dd, J = 7. 7, 
7. 7Hz) , 7. 37 (1H, ddd, J = 8. 1, 7. 7, 1. 7Hz) , 
7. 54 (1H, s) , 7. 92 ( 1 H, dd, J = 7. 7, 1. 7Hz) , 8. 
7 3 (1H, brs) 

FAB-MS (m/e) : 3 8 8 [M + H] 4 
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mtm 1 1 7 




2-7$y-3-7x;^->-5- (2-^fWfe;|/-7i/^y) — N 

'HNMR (CDC 1 3 ) 5:2. 33 (3H, s), 3. 28 (3H, s) , 6. 

54 (1H. s) , 6. 81 (1H, d, J = 2. 4Hz) , 6. 86 (1H, 

d, J = 7. 8Hz) , 7. 05 (2H, d, J = 8. 2Hz), 7. 16-7. 

22 (2H, m), 7. 19 (1H, d, J = 2. 4Hz), 7. 37 (2H, 

t, J = 8. 2Hz) , 7. 50 (1H, dt, J = l. 4, 7. 8Hz) , 8. 

04 (1H, dd, J = l. 4, 7. 9Hz 

FAB-MS (m/e) : 4 9 6 [M+H] + 

m m ± © f ij m nj m & 



WO 03/080585 



102 



PCT/JP03/03656 



If * <D m ffl 

(D a (i) 



o 




(0 

K+> R*«, -S (O) p-A, -S- (O) d-BXtt-O-DSSL (£ 
Hft^nWTfeiVililOCl-Cl 0 7MJH^U> BRUtDtt, *n 

X 2 #|i3l$fcNifc5;i£ttfcv>) , jfc (I I) 




(ID 

fnj'J (gAf P 7 u -;ua&R 1 0 T*Sm£ n WT J; ( £ 
Hfc*V>T. R 10 «R 11 X«R 11 -eg^$tXTViT'feJ;V^b7Km»^U, R 
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Apy>jg^ tKn+yi, l«oci-c6 7;^M, 

7^;^;i/*;i//\ ,; e<ji/», 7U-;u3S, 7U-;i^*at N-7U-;P7$y 
7U-;p*+^as, 7U-;i/^;p*-;p«, 7V-)m)\,ifc-)Vtt>>m, 
N-7U-;px;^-;i^75ys, 7U-;pt.;u7 7 ; e^^», n-7U-;p* 

;W^-f;V», TO-fm 7D^^ C2-C6 7My^M, N-C2 
-C6 7;P*/<;P75/S, CI -C6 7;Wl/^*-g, N-C1-C67;U 

^ji/7 7H;n, n, N-v-ci-c67^;ux;u7rqE<;^ c 

l-C6 7;WI/X^7^;H, Cl-C6 7JW^W-M, N-Cl 
-C6 7;WXM-^75/S, C1-C67;W>S, C1-C6 7;P 
3+^;u^-;usx«c 1 -C 6mjl/75 7l^U R 12 «7i-;H, 

^y^s* -fy^u-yu^s, fv^7!/u;i/2£, -rs^yy;i^ **t*-y 
u;wt ?77'JM, ^7^7v*u;ps, ^x-;i/», hU7i/u;p»» fK 
7\rv)\& trusw*, e^vx;^ truss?n;p*. tfy^-^ag, tr 
5yy;Wk tfau;P2l, tf^x;i^ 7U;p», 7 5if-;^ -rs^/>J^ 

?i'>yt=i ; y7i-;n > ^fi/>-7t+y7i-;n < 3vy;i/S, try f 

a-fy+yj^n, ^>y-fsyyu;ps. ^>y**i*-yy;i^k ^>y^ 
7!/y;wt ^> % /h>J7!/u;wixtt^>y75=;p«ft*r) ] Testis 

(2) 5£ (I) ££^T> A©R 10 ^R 111 X«R 111 TS^$tlT^Tt)J;Vi 
£Mb7fc**&^U B OR 1 2 *sr 1 °Tti$nt^Tfe<I: U7 i-;i/S, -fy^ 

7yy;us, -f^yyjp*, ^u-yy^as, ^7yy;pg, ?7v7yy;u 
a, ^xx;nt h»j7yy;i/S, xh^yy;^ euswat try$$>x;i/ 
at yy;i/g, x?i/>y^y7x^ ^?i/>my7i-jn, tr 
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TV'J^SfcwU *OB©R 10 *JR 111 XttR 111 T«ftSnTV»Tt)«J;^ft 
ft**3ISSt< D©R 12 ^R 10 Tm^$nTViTfe«fcVi7x-;i/a, ^-7^ 

R 1 1 l T«ft$nTV>T t>J:^ftfl3jc***wU, R 2 ©R 1 °*SR 1 1 J XttR 1 1 1 
TWSnT^T«bJ;Vi|ftfl2jc***wL, (I I) T?i^Afn7U- 
;«©R 1 °*JR 1 1 2 X\±R 1 1 I T?WfcSnWT%>.k V>jWfc|c**fcjRU 

^ (n) ©^DTU-jps^yyu;^, -f 5^/y;i/g, -d/t-tvv 

)V3L 1. 2, 1, 3, 4-5 1 75?7l/U;^ HJ7 

*/u;wt t^yyjn, trumps, t: 

S&HC^ #;WM=>fji/:**$/g, #;t^*~>;m ~>7/s, MJ^M-d*^ 
C3-C9^ti7j<ms> ry-jm TU-;i/^g, 7D-r;i/ 

7n^yS, Cl-C6 7MJI^tS. C1-C67;WXM-;H> 
C l-C6 7;^+yIXttC 1 -C67)Vn*>'%)\,#-)VgH$ > r) y R 112 

#;wve<;i,s, #;w^>;i^ ^77^^ hU7;^ 

;^*-g, 7U-;^JP*-;US, 7D<M, 7D^yI, @g|©Cl-C6 
TJWUg, Cl-C6 7MJl/?ti, Cl-C6 7MMJl/7^-;H, 
C1-C67MMW-M, Cl-C6 7;PP^vS, C1-C6 7JIO 
*S/*;P#=;P«XttC 3 - C 6 y^oTJl/W+yltfe^W 1 13ft© 

(3) ^ (I) fc£V>T, A©R 10 atR 113 XteR 113 Tgm£tlT^T*>ckV> 
J&Mt**£T*t>, B©R 12 #R 10 Tg&$nT^Tfc<i:^:7x-;i^ 

4 /u;m **vvv)m. 77*jt*/vm& Mj7!/y;ns, 

^5 1 l/>i?^->7x-;U^Xt4t!U H^7VU;PgT*0, B©R 10 #5R 1 i 2 
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;i^xte;* 5=- vyy-z^y 7 x D > d © r 1 0 /&*r 1 1 3 x«r 1 1 3 ts 

&SnWTfe<k^J&fc>!MlST?* 0 » R 2 OR 1 °#R 1 1 3 XitR 1 1 3 Tm$£tl 

ADy>K^, tHDm tti©ci-c6 7M;«, * 

4£©&ft]C 3 - C 9 J*Mfc#*3k C 1 - C 6 1-C6 7J^+ 

$/;&Jl/#-Jl^k C 1 - C 6 7JI/^W^SXHC 1 - C 6 7;WI/7JU*-;1/ 
*-C^D, 5£ (I I) O^r-DTU— JWlOR 10 dtR 1I "XJ4R 11, T1t 

ift$nT^Tt)«fc^Kfl37K*ST*»3, a (I I) O^xPJU-^S^TV 

u;i^» -fs^/um -fy?-7!/u^», i. 2, 

l. 3, 4-^7^71/u;^ hvrvvjm. *&urvvjm. -fvwy 

(4) j£ (I) {C^ViT, A©R 10 ^R 113 XttR 113 TfiM$nT^T ! fe.J;^ 
#Hfc**afc"C&?K B©R 12 ^R lb -eg^$nT^Tfe t i;Vi7x-;i/a, -f 5^ 

\/u;«, **tJ-v*y;i/g, ^7i/u;i«, ^7^71/u;^, hvrvvjm. 
trusts, t°us^-;^ xfu>wv7i-M, ^^u>> ? ^v 
71- ;hkxh:ku H?7y*u;uST^D, B©R l0 ^R u3 xfiR n3 Tti 

my7x-JHfS D , D©R 1 °*<R 1 1 3 XfiR 1 1 3 Tg|&$;hT^Tfc«J; 
V^flS7k**T»D, R 2 0R lo ^R 113 XliR n3 «§nt^TfeJ;^t 

P^*>M^ t F □ M© C 1 - C 6 7;M^a> »£©«&» C 3 - C 

9»fl2*jdai, ci-C6 7^^>i, ci-c6 7;pp=^^;i'fc;i/», 

C l-C67MJ^!XfJC 1 - C6 7^4^**=;«T*D, ^ 
(I I) ©R 10 fr\ R 114 X«R 114 Tgm$nTV^Tfeck^{b7K^»T^D. 

fd+v& 7U-;PS, 7U-;^«, Si0Ci-c67^;n> ci 
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